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@ * » + Registration Information * * *

Registration: 2517-iN - SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

Company: 2517 - SERGEANT'S PET CARE PRODUCTS, INC.

Risk Manager: RM 13 - Geonge Larocea - (703) 305-6100 Roonsf CM-2 206
Risk Manager Reviewer: George Larocca GLARQOCCA

Ser Date: 23-Jun-2004 Calculated Due Date: {3-Feb-2007 ' Edited Due Date:

Type of Registration: Product Registration - Section 3

Action Desc: {R26.4) NEW USE;NON-FCOD;INDOCR,

ingredients: 129032, Pyriproxyfen{2%)

12901 3, Cyphenothrini40%)

* * * Data Package Information* * *

Expedite: () Yes @@ No - Oate Sent: 24-May-2005 Due Back:

OP ingredient. 129013, Cyphencthrin

129032, Pyriproxyfen

DP Titke:
CSF Included: (O Yes € No Latel Included: (O Yes @ No Parent DP #: o
Assigned To Date In Date Cut
Qrganization: RD / TRB Last Possible Science Due Date: 13-May-2006

Team Name: TQX Science [hze Oate:

Reviewer Name: Backus, Byron Sub-Data Package Due Date:
Centractor Name;

* * * Studies Sent for Review ** *

* * * Additional Data Package for this Decision * * *

* * * Data Package Instructions * * *

Byron - You completed review ot the companion anima safety study for 2517-iN, i on Nov. 30th and Nov 24th, 2004. Mark Suarez completed review
of efficacy dala(MRID 46 166109) associated with these two products and noted symptoms reported in all dogs in Test Group 2{see attached excerpt).
This appears to be inconsisterf with what you reported. Mark has electronically sent you a copy of the efficacy study for turther consideration.



B UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
M ] WASHINGTON, D.C. 20460

OFFICE OF PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

Date: November 30, 2004

MEMORANDUM

Subject: EPA File Symboi: 2517-1l. SERGEANT'S CYPHENOTHRIN SQUEEZE-
ON FOR DOGS
DP Barcode: D305953

Decision No.: 345654
PC Code: 129013 Cyphenothrin (CAS #39515-40-7)

From: Byron T. Backus, Ph.D.
Technical Review Branch
Registration Division (7505C)

To: Linda Del.uise/George LaRocca RM 13
Insecticide Branch
Registration Division (7505C)

Applicant: SERGEANT'S PET CARE PRODUCTS, INC.

FORMULATION DECLARATION FROM LABEL.:

Active Ingredient(s): "% by wt
Cyphenothrin {CAS #39515-40-7)....c.ocoiviiier e, 40.0%

NI NG R OIS oottt e et ettt ees s s e e e e e e rer e s eereeaaaneanas 60.0%
: Totai: 100.00%
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|Cyphenethrin 40%]|
EPA File Symbot 2517-1L: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

ACTION REQUESTED:

The Risk Manager requests:

Waiver request [for] acute inhalation; refer to 2517-IN for other studies and
companion animal [study].

BACKGROUND:

The data cited and previously reviewed (for EPA File Symbol 2517-IN) includes an
acute oral LD, study (rat, up-and-down procedure, defaulting to an acute toxic class
procedure, MRID 46166103); acute dermal LD,, study (rat; MRID 46166104); primary
eye irritation study (rabbit; MRID 46166105), primary dermal irritation study (rabbit;
46166106) and a dermal sensitization study (guinea pig; 46166107), as well as a
companion animal safety study in dogs (MRID 46166108). The five acute toxicity
studies were conducted at Product Safety Labs, New Jersey. The companion animal
safety study was conducted at Stillmeadow, Inc. In addition, there is a waiver request
for an inhalation study. All studies were conducted on Cyphenothrin-IGR Squeeze-On
for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/mL, containing
39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar.

RECOMMENDATIONS:

1. The companion animal (dog) safety study in MRID 46166108 has been reviewed and
has been classified as acceptable for puppies (12 weeks and older) and adult dogs.
It is concluded that there is an adequate margin of safety (at least 5X) between the
exposure associated with the proposed use level for this formulation in dogs, and
that at which significant adverse systemic efiects (not seen in this study, but which
might include ear twitching, muscle tremors, drooling) may occur. For dermal effects
an effect was observed in one puppy in Group 1l (treated at essentially a 7.5X dose
tevel), but in none of the other dogs (including the puppies in Group H, dosed at 1.5X)
indicating a reasonably low potential for this effect in dogs treated at the proposed

use level.

2. ltis noted that the test material in the companion animal (dog) safety study was
supplied in (and applied from) unidose 1.5 mL ampules. However, the report states
that the mean volume delivered from a single 1.5 mL ampule was 1.17 mL, and the
registrant is proposing packaging this product in 3.0 and 4.5 (as welt as 1.0 and 1.5)
mL tubes. This is acceptable only if the 3.0 mL tubes deliver no more than 2.34 (2 x
1.17) mL and the 4.5 mL tubes deliver no more than 3.51 (3 x 1.17) mL.

3. The five acute toxicity studies have been reviewed and classified as acceptable. In
addition, TRB has no objection to the registrant's waiver request for an acute
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inhalation study, based on the product form (a liquid), its proposed packaging (1.0,
1.5, 3.0 or 4.5 mL tubes or ampules), the method of application {as a spot-on or
stripe-on to the dog’s back), and the relatively low inhalation toxicity of technical
Cyphenothrin (one report from the open literature gives a rat LC50 of 1.85 mg/L., or
EPA toxicity category IlI; extrapolating from this the inhalation LC50 value for a 40%
Cyphenothrin-80% inert product would then be greater than 4 mg/l., or EPA toxicity
category IV by this exposure route).

4. Based on the results of the acute toxicity studies, the following is the acute toxicity
~ profile for EPA File Symbol: 2517-Il. SERGEANT'S CYPHENOTHRIN SQUEEZE-
ON FOR DOGS. The signal word of the product would be CAUTION, as proposed
by the registrant:

Study Type Tox. Cat. Classification & MRID #
Acute Oral LD, (rat) {1 Acceptable (#46166103)
Acute Dermal LD, (rat) {1 Acceptable (#46166104)
Acute Inhalation LC,, v Waived

Primary Eye lrritation (rabbit) ]| Acceptable (#46166105)
Primary Dermal Irritation (rabbit) v Acceptable (#46166106)
Dermal Sensitization (guinea pig) Negative Acceptable (#46166107)

5. Based on the acute toxicity profile and proposed uses, the following is the
precautionary labeling for this product, as obtained from the Label Review System:

PRODUCT ID #: 002517-00085
PRODUCT NAME: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS
PRECALITIONARY STATEMENTS

SIGNAL WORD: CAUTION

Hazards to Humans and Domestic Animals:

Harmful if swallowed or absorbed through skin.. Causes moderate eye irritation. Avoid contact with skin,
eyes or clothing, Wash thoroughly with soap and water after handling,

First Aid:

If on skin:

-Take off contaminated clothing.

-Rinse skin immediately with plenty of water for 15-20 minutes.
-Call a poison contro! center or doctor for treatment advice.

If swallowed:

-Call a poison control center or doctor immediately for treatment advice.
-Have person sip a glass of water if able to swallow.

-Do not induce vomiting unless told to by a poison control center or doctor.
-Do not give anything to an unconscious person.
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[Cyphenothrin 40%]| '
EPA File Symbol 2517-IL: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

If in eyes:

-Hold eye open and rinse slowly and gently with water for 15-20 minutes.
-Remove contact lenses, if present, after the first 5 minutes, then continue rinsing.
-Call a poison control center or doctor for treatment advice,

NOTE TO PHYSICIAN: Note to PM/CRM/Registrant: The proposed label should contain a "Note to
Physician". The following statements are suggested types of information that may be included, if
applicable: - technical information on symptomatology; - use of supportive treatments to maintain life
functions; - medicine that will counteract the specific physiological effects of the pesticide; -~ company
telephone number to specific medical personnel who can provide spedalized medical advice.
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|Cyphenothrin 40%]
EPA File Symbel 2517-1L: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D. Date: November 19, 2004
Risk Manager (EPA): 13

STUDY TYPE: Acute Oral Toxicity - Rat; OPPTS 870.1100;, OECD 425

TEST MATERIAL (% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL..
The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-1L
Sergeant’s Cyphenothrin Squeeze-On for Dogs (although this product does no1 contain either
Nylar or Methoprene) with a label declaration of: Cyphenothrin 40.0%.

CITATION: Moore, G. (2003) Acute Oral Toxicity Up and Down Procedure in Rats:
Cyphenothrin-IGR Squeeze-On for Dogs. Project Number; 13320, P320/UDP. Unpublished
study prepared by Product Safety Labs, Food Product Laboratory and Silliker Laboratories of
New Jersey, Inc. 16 p. Study Completion Date: May 20, 2003. MRID 46166103.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In an acute oral toxicity study (MRID 46166103), conducted using the
up-and-down procedure but defaulting to the acute toxic class method, Cyphenothrin-1IGR
Squeeze-On for Dogs (2824) MGK GLP Project #1683A - Lab Prepared, a clear, light yellow
liquid with a specific gravity of 1.061 g/mL containing 39.87% Gokilaht (Cyphenothrin), 3.0%
Methoprene and 2.00% Nylar was administered by oral gavage at 2000 mg/kg to a single
Sprague-Dawley derived 3-week-old albino fasted (overnight) female rat. When this rat
survived, four additional fasted (overnight) female rats of the same strain, age, body weight
range (164-182 g) and source (Ace Animals, Inc., Boyertown, PA) were also dosed at 2000
mg/kg.

On the day of dosage rats were observed for several hours for mortality and signs of gross
toxicity for several hours post-dosing. They were then observed at least once a day for the
remainder of the 14-day observation period.

On the day of dosage rats were observed at least 3 times within the first 4 hours after dosing
for clinical signs of toxicity and mortality and then at least once daily for the remainder of the
14-day observation period. individual body weights were recorded just prior to dosing (Day 0)
and on days 7 and 14. Individual body weights were recorded predosing and on days 7 and 14.

Two rats died within 24 hours of dosage with no clinical signs observed prior to death. Two rats
which survived showed reduced fecal volume, ventral staining and hypoactivity, with recovery
by Day 4. All survivors gained weight in the period from Day O (predose) to Day 7 and again
from Day 7 to 14.
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{Cyphenothrin 40%]
EPA File Symbol 2517-1L: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

Postmortem necropsy findings in the rats which died showed discoloration of the fungs and
intestines and fluid filled stomachs. Gross necropsy findings in rats surviving to terminal
sacrifice were unremarkable.

Estimated Oral LD,, in female rats > 2000 mg/kg.

EPA File Symhol 2517-IL Sergeant’s Cyphenothrin Squeeze-On for Dogs (containing 40%
Cyphenothrin) is in EPA Toxicity Category lil based on the results of testing of a liquid with a
specific gravity of 1.061 g/mL containing 40% Cyphenothrin, 2% Pyriproxyfen (Nylar) and 3%
Methoprene, based on the observed LDg, (=2000 mg/kg) in female rats.

This acute oral study is classified as acceptable. It does satisfy the guideline requirement for
an acute oral study (OPPTS 870.1100; OECD 425} in the rat.

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 16}, and [No]
Data Confidentiality (p. 2) statements were provided.

RESULTS and DISCUSSION:

AOCT425statpgm (Version: 1.0) Test Results and Recommendations
Acute Oral Toxicity (OECD Test Guideline 425) Statistical Program

Date/Time: Friday, October 15, 2004, 4:37:11 PM
Data file name: Cyphenothrin-IGR.dat
Last modified: 10/15/2004 4:37:11 PM

Test/Substance: Cyphenothrin-IGR
Test type: Limit Test

Limit dose {mg/kg): 2000
Assumed LD50 (mg/kg): Default
Assumed sigma {mg/kg): 0.5

DATA:

Test Animal Dose Short-term Long-term
Seq. ID (mg/kg) Result Result

1 8040 2000 0O O
2 8188 2000 O O
3 8239 2000 O O
4 8372 2000 X X
5 9407 2000 X X

(X = Died, O = Survived)

Dose Recommendation: The limit test is complete.
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[Cyphenothrin 40%}
EPA File Symbol 2517-1L: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

SUMMARY OF LONG-TERM RESULTS:

Dose O X Total

2000 3 2 5

AllDoses 3 2 5
Statisticat Estimates;

The LDS0 is greater than 2000 mg/kg.

MortahtleumberTested L

Dose(mglkg bw) : O ) AR
Males , Females o Combined .-

2000 ———

Statistics - Not necessary to compute the oral LDy,

A. Mortality - As noted in the table above.

B. Clinical observations - Two rats died within 24 hours of dosage with no clinical signs
observed prior to death. Two rats which survived showed reduced fecal volume, ventral staining
and hypoactivity, with recovery by Day 4. All survivors gained weight in the period from Day 0
{predose) to Day 7 and again from Day 7 to 14.

C. Gross Necropsy - Postmortem necropsy findings in the rats which died showed
discoloration of the lungs and intestines and fluid filied stomachs. Gross necropsy findings in
rats surviving to terminal sacrifice were unremarkable.

D. Reviewer’'s Conclusions: The study is acceptable. EPA File Symbol 2517-l. Sergeant's
Cyphenothrin Squeeze-On for Dogs (containing 40% Cyphenothrin) is in EPA foxicity category
i1 for oral toxicity based on the results from testing a clear, light yellow liquid with a specific
gravity of 1.061 g/mL containing 40% Cyphenothrin, 2% Pyriproxyfen (Nylar) and 3%
Methoprene based on the observed LDs, (>2000 mg/kg) in female rats,

<

E. Deficiencies - None

Page 7 of 29



[Cyphenothrin 40%}
EPA File Symbol 2517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D, Date: November 22, 2004
Risk Manager (EPA): 13 _

STUDY TYPE: Acute Dermal Toxicity - Wistar rats - OPPTS 870.1200; OECD 402

TEST MATERIAL (% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this
contained 38.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2 .00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL.
The test material is described as a clear, light yelfow fiquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-1L
Sergeant’s Cyphenothrin Squeeze-On for Dogs (although this product does not contain either
Nylar or Methoprene) with a label declaration of Cyphenothrin 40.0%.

CITATION: Moore, G. (2003) Acute Dermal Toxicity Study in Rats - Limit Test: Cyphenothrin-
IGR Squeeze-On for Dogs. Project Number: 13321, P322. Unpublished study prepared by
Product Safety Labs, Food Product Laboratory and Silliker Laboratories of New Jersey, Inc. 16
p. Study Completion Date: May 20, 2003. MRID 46166104,

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In an acute dermal toxicity study (MRID #46166104), a group (SM &
5F) of Sprague-Dawley derived albino rats {source: Ace Animals, Inc., Boyertown, PA; Males:
300-318 g; Females: 178-204 g, young adult [indicated by body weight data)]) were dermally
exposed (approximately 10% of body surface) for 24 hrs to 2000 mg/kg of undiluted
Cyphenothrin-IGR Squeeze-On for Dogs, a clear, light yellow liquid with a specific gravity of
1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
(Pyriproxyfen). The test material was held in contact by a gauze pad and Durapore tape.

Rats were observed several times after application on day 0 and once daily thereafter for 14
days. Individual body weights were recorded just prior to dosing {day 0) and on days 7 and 1i4.

There was no mortality and there were no signs of systemic toxicity. Three males showed
some dermal irritation {erythema and/or edema) with clearing by day 2. All rats gained weight
from day 0 to 7 and from day 7 to 14.
No gross abnormalities were observed at post-sacrifice necropsy.
Dermal LD;, Males > 2000 mgrkg (0/5 died)

Females > 2000 mg/kg (0/5 died)

Compbined > 2000 mg/kg (0/10 died)
Cyphenothrin-IGR Squeeze-On for Dogs (containing 40% Cyphenothrin) is in EPA toxicity
category [l in terms of dermal toxicity based on the testing of Cyphenothrin-IGR Squeeze-On
for Dogs (2824) MGK GLP Project #1683A - Lab Prepared, a clear, light yellow liquid with a
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[Cyphenothrin 40%|
EPA File Symbol 2517-I1L: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00%
Nylar with a rat LD, > 2000 mg/kg,

This acute dermal study is classified as acceptable. It does satisfy the guideline requirement
for an acute dermal study (OPPTS 870.1200; OECD 402) in the rat.

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 16), and [No}
Data Confidentiality (p. 2) statements were provided.

RESULTS and DISCUSSION:

o C ~ . Mortality/Number Tested
Dose(mgkgbw) — -~ . - T —
, S Males . .| ' Females ____Coinbined

0/5 0/5 0/10

Statistics - Not necessary to compute the dermal LDy,.
A. Mortality - None, as noted in the table above.
B. Clinical observations - There were no signs of systemic toxicity. Three males showed

some dermal irritation (erythema and/or edema) with clearing by day 2. All rats gained weight
from day 0 to 7 and from day 7 to 14.

C. Gross Necropsy - No gross abnormalities were observed at post-sacrifice necropsy.

D. Reviewer’s Conclusions: The study is acceptable. Cyphenothrin-IGR Squeeze-On for
Dogs (containing 40% Cyphenothrin) is in EPA toxicity category tI in terms of dermal toxicity
based on the testing of Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - Lab Prepared, a clear, light yellow liquid with a specific gravity of 1.061 g/mL
containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar with a rat LDy, > 2000
mg/kg.

E. Deficiencies - None
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[Cyphenothrie 406%)|
EPA File Symbol 2517-1L: SERGEANT’S CYPHENOQTHRIN SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D. Date: November 23, 2004
Risk Manager (EPA): 13

STUDY TYPE: Primary Eye Irritation - NZW Rabbit; OPPTS 870.2400; OECD 405

TEST MATERIAL (% a.i.}: Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this ‘
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL,
The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IN
Sergeant's Cyphenothrin Squeeze-On for Dogs (although this product does not contain
Methoprene or Pyriproxyfen) with a label declaration of Cyphenothrin 40.0%.

CITATION: Moore, G. (2003) Primary Eye Irritation Study in Rabbits: Cyphenothrin-IGR
Squeeze-On for Dogs. Project Number: 13322, P324. Unpublished study prepared by Product
Safety Labs, Food Products Laboratory and Silliker Laboratories of New Jersey, Inc. 17 p.
Study Completion Date: May 20, 2003. MRID 46166105.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY 8810 Tenth Avenue North
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In a primary eye irritation study (MRID 46166105), 0.1 mL of .
undiluted Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific
gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
{Pyriproxyfen), was instilled into the conjunctival sac of one eye of each of 3 adult New Zealand
White Rabbits (weights: not reported; ages: young adult; source: Davidson's Mill Farm, South
Brunswick, NJ), with observations and scoring at 1, 24, 48 and 72 hours after instillation.

No corneal opacity was observed (with 2% ophthalmic fluorescein sodium used at 24 hours to
verify the absence of corneal opacity at that reading). 3/3 eyes were positive for conjunctival

redness (score of 2) at 1 and 24 hours. All eyes were completely clear (all scores zero) at 72
hours.

Cyphenothrin Squeeze-On for Dogs (containing 40% Cyphenothrin) is in EPA toxicity category
Il for eye irritation, based on the findings {presence of grade 2 conjunctival redness in 3/3 eyes
at 24 hrs with subsequent clearing by 72 hrs) from a study with Cyphenothrin-IGR Squeeze-On
for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/mL containing 39.87%
Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen).

This study is classified as acceptable. It does satisfy the guideline requirement for a primary
eye irritation study (OPPTS 870.2400; OECD 405) in the rabbit.

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 17), and {No)
Data Confidentiality (p. 2) statements were provided.

Page 10 of 29

12



[Cyphenothrin 40%)|
EPA File Symbol 2517-1L: SERGEANT’S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

RESULTS AND DISCUSSION:

" Number "positive"/number tested _“
Observations 1 hr 24 hrs? 48 hrs 72 hrs _n
Corneal Opacity 0/3 0/3 0/3 0/3
tritis 0/3 0/3 0/3 0/3 ”
Conjunctivae: u
Redness' 3/13 3/3 C/3 0/3
Chemoaosis' 0/3 0/3 0/3 0/3 '
“ Discharge’ 313 0/3 0/3 0/3

'Score of 2 or more considered positive
2Fluorescein staining was used to verify the absence of corneal opacity.

A. Qbservations - No systemic effects were observed. 3/3 eyes were positive for conjunctival
redness (Score of 2) at 1 and 24 hours. All eyes were completely clear (all scores zero) at 72

hours,

B. Reviewer's Conclusions: The study adequately defines a Toxicity Category i hazard
potential in terms of eye exposure potentiat for Cyphencthrin Squeeze-On for Dogs (containing
40% Cyphencthrin) based on the findings of this study conducted on Cyphenathrin + IGR
Squeeze-On for Dogs, a clear, light yellow liquid with a specific gravity of 1.061 g/mL. containing
39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen).

C. Deficiencies - None

Page 11 of 29

13



[Cyphenothrin 40%]}
EPA File Symbol 2517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-CGN FOR DOGS

Reviewer: Byron T. Backus, Ph.D. Date: November 23, 2004
Risk Manager (EPA): 13

STUDY TYPE: Primary Dermai irritation - NZW Rabbit; OPPTS 870.2500; OECD 404

TEST MATERIAL (% a.i.}: Cyphenothrin-iIGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - Lab Prepared. From the certificate of analysis {p. 15 of MRID 4666103) this
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 481686104 the specific gravity of the test material was 1.061 g/ml..
The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IL
Sergeant’s Cyphenothrin Squeeze-On for Dogs {although this product does not contain
Methoprene or Pyriproxyfen) with a label declaration of Cyphenothrin 40.0%.

CHTATION: Moore, G. {2003) Primary Skin Irritation Study in Rabbits: Cyphenothrin-IGR
Squeeze-On for Dogs. Project Number: 13323, P326. Unpublished study prepared by Product
Safety l.abs, Food Products L.aboratory and Silliker Laboratories of New Jersey, Inc. 17 p.
Study Completion Date: May 20, 2003. MRID 461656106.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: [n a primary dermal irritation study (MRID 461661086), 0.5 mL
aliquots of undiluted Cyphenothrin-lGR Squeeze-On for Dogs, a clear light yellow liquid with a
specific gravity of 1,061 g/ml. containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00%
Nylar (Pyriproxyfen}, were applied to dermal sites on each of 3 (2M & 1F) young adult New
Zealand White albino rabbits {source: Davidson's Mill Farm, South Brunswick, NJ) with 4-hour
semiocciuded exposure,

After 4 hours, the gauze patch and holding tape were removed. The test sites were scored
{Draize) at 1, 24, 48 and 72 hrs and at 7 and 10 days.

No edema was observed {alt scores for edema were zero). All sites scored one for erythema at
1 hourand 2 at 24, 48 and 72 hours. One site scored 2 for erythema on day 7 while the other
two scored 1. All scores were zero onday 10. The PIi (average of scores at 1, 24, 48 & 72 hrs)
=1.75.

Cyphenothrin Squeeze-On for Dogs {containing 40% Cyphenothrin) is in EPA Toxicity Category
IV for dermal irritation effects, based on the findings {Pil of 1.75 and relatively low score (grade
2, characterized as well-defined) for erythema at 72 hrs [EPA Toxicity Category [l would be
characterized by moderate or grade 3 erythema at 72 hrsj following 4-hr semi-occluded
exposure)} from a study conducted on Cyphenothrin + IGR Squeeze-On for Dogs, a clear light
yellow liguid with a specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00%
Methoprene and 2.00% Nylar (Pyriproxyfen).

This study is classified as acceptable. It does satisfy the guideline requirement for a primary
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{Cyphenothrin 48%]
EPA File Symbol 2517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

dermal irritation study (OPPTS 870.2500; OECD 404) in the rabbit.

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 17), and [No]
Data Confidentiality (p. 2) statements were provided.

RESULTS and DISCUSSION:

A. Qhservations - No edema was observed (all scores for edema were zero). All sites scored
one for erythema at 1 hour and 2 at 24, 48 and 72 hours. One site scored 2 for erythema on
day 7 while the other two scored 1. All scores were zero on day 10. The Pl (average of scores
at 1, 24, 48 & 72 hrs) = 1.75.

B. Results - The Pl (average of 1, 24, 48 and 72-hour scores) = 1.75 The mean irritation
score on day 3 was 2.0 (erythema: 2.0; edema: 0.0).

C. Reviewer’s Conclusions - Cyphenothrin Squeeze-On for Dogs {(containing 40% )
Cyphenothrin) is in EPA Toxicity Category IV in terms of dermal irritation based on the results
from testing with Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a
specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00%
Nylar (Pyriproxyfen).

D. Deficiencies - None
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[Cyphenothrin 40%]|
EPA File Symboi 2517-IL: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D. Date: November 23, 2004
Product Manager {(EPA): 13

STUDY TYPE: Dermal Sensitization - albino Guinea Pig; OPPTS 870.2600; OECD 406, 429

TEST MATERIAL {% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824} MGK GLP Project
#1683A - Lab Prepared. From the cerificate of analysis (p. 15 of MRID 4666103) this
contained 39.87% Gokilaht (Cyphenothrin}, 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL.
The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IL
Sergeant’s Cyphenothrin Squeeze-On for Dogs (although this product does not contain
Methoprene or Nylar) with a label declaration of Cyphenothrin 40.0%.

CITATION: Moore, G. {2003) Dermal Sensitization Study in Guinea Pigs: Buehler Method:
Cyphenothrin-iGR Squeeze-0On for Dogs. Project Number: 13324, P328. Unpublished study
prepared by Product Safety Labs, Food Products Laboratory and Silliker Laboratories of New
Jersey, Inc. 25 p. Study Completion Date: May 20, 2003. MRID 46166107.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In a demal sensitization study (MRID 46166107) with Cyphenothrin-
IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/mL
containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen), a group
of 20M Hartley albino guinea pigs (373-428 g; young adult; source: Eim Hill Breeding Labs,
Chelmsford, MA) were each dermally exposed (6 hours) to a 0.4 mL aliquot of test material on a
once-a-week basis for 3 consecutive weeks. After a two week rest period they were then
dermally challenged with 0.4 mL of a 75% w/w mixture of the test material in mineral oil at a
previously unexposed site. An additional 10 previously unexposed male guinea pigs received
were similarly treated. Challenge sites on all 30 guinea pigs were evaluated and scored for
erythema at 24 and 48 hours after the application.

Foliowing challenge, 7/20 previously exposed guinea pigs s'howed very slight {score of 0.5}
erythema at 24 hours; all scored zero at 48 hours. 4/10 controls showed very slight (score of
0.5) erythema at 24 hours; all scored zero at 48 hours.

The report includes results from a positive control study (PSL Study #12371) which was
conducted with technical {85%) alpha-Hexylcinnamaldehyde and completed on August 15,
2002. The results (3/10 previously exposed, 0/5 naive control guinea pigs showing a positive
response at challenge) were appropriate. The study dates for the testing with Cyphenothrin-
IGR Squeeze-On for Dogs were from March 13 to April 11, 2003. While slightly outside the 6-
month period indicated in the Guidelines, it is concluded the overall study findings are
acceptable.
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{Cyphenothrin 40%]
EPA File Symbol 2517-1L: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

In this study there were no indications that Cyphenothrin-/GR Squeeze-On for Dogs, a
clear light yellow liquid with a specific gravity of 1.061 g/mL containing 39.87%
Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen) is a dermal sensitizer.

This study is classified as acceptable. it does satisfy the guideline requirement for a dermal
sensitization study (OPPTS 870.2600; OECD 408, 429) in the Guinea pig.

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 25), and ['No]
Data Confidentiality (p. 2) statements were provided.

I. PROCEDURE

A. Induction - Each of 20 male Hartley albino guinea pigs was treated once a week for 3
consecutive weeks to a B-hour exposure to 0.4 mL undiluted Cyphenothrin-IGR Squeeze-On for
Dogs.

B. Challenge - Twenty-seven days after the first induction exposure 0.4 mL of a 75% wiw
mixture of the test material in mineral oil was applied to a naive site on the right side of each
guinea pig at a previously unexposed site. These sites were evaluated and scored for
erythema at 24 and 48 hours after the challenge application.

C. Naive Controls - At the time the 20 previously induced guinea pigs were challenged, 10
previously unexposed (negative control) guinea pigs were simitarly challenged.

[I. RESULTS and DISCUSSION:

A. Reactions and duration - Following challenge, 7/20 previously exposed guinea pigs
showed very slight {(score of 0.5) erythema at 24 hours; all scored zero at 48 hours. 4/10
controls showed very slight (score of 0.5) erythema at 24 hours; all scored zero at 48 hours.

B. Positive control - The report includes resuits from a positive contro! study (PSL Study
#1237 1) which was conducted with technical (85%) alpha-Hexyicinnamaldehyde and compileted
on August 15, 2002. The results (3/10 previously exposed, 0/5 naive control guinea pigs
showing a positive response at challenge) were appropriate. The study dates for the testing
with Cyphenothrin-IGR Squeeze-On for Dogs were from March 13 to Aprit 11, 2003. While
slightly outside the 8-month period indicated in the Guidelines, it is concluded the overall study
findings are acceptable.

C. Reviewer’'s Conclusions: Cyphenothrin Squeeze-On for Dogs {containing 40%
Cyphenothrin) is not a dermal sensitizer, based on the results from testing Cyphenothrin
+ IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific gravity of 1.061
g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
(Pyriproxyfen) is not a dermal sensitizer.

D. Deficiencies - The fina! date for the cited positive controt study is approximately 7 months
before the initiation of this study. However, TRB can accept the results of this study.

Page 15 of 29

17



EPA Primary Reviewer: Byron T. Backus, Ph.D. Signature:

Technical Review Branch, Registration Division {(7505C) Date
EPA Secondary Reviewer: William Dykstra, Ph.D. Signature:
Health Effects Division {7509C) Date

DATA EVALUATION RECORD

STUDY TYPE: Companion Animal Safety - Dogs OPPTS 870.7200

PC CODES: 129013 (Cyphenothrin)}, 129032 (Nylar), 105401 (Methoprene)
DP BARCODE: D305948 RISK MANAGER: (EPA): 13 DECISICN NO.:338118

PRODUCT AND TEST MATERIAL: Cyphenothrin-l{GR Spot-on for Dogs. [EPA File Symbo!
2517-iN]; a liquid labeled "Gokilaht Spot-On w/iGR's (2824) 40.00% RS-Gokilaht; 3.00% S-
Methoprene; 2.00% Nylar,” According to a centificate of analysis {p. 47 of MRID 46166108) the
formulation contained 39.87% Gokilaht, 3.00% S-Methoprene and 2.00% Nylar. Packaged in
unidose ampules containing 1.5 ml. product,

CITATION: Kuhn, J. {2003} Companion Animal! Safety Study in Dogs: Cyphenothrin-iGR Spot-
on for Dogs. Final Report. Project Number 7650/03. Unpublished study prepared by
Stittmeadow, Inc. and Miller, Thomas A. 53 p. Study Completion Date: 20 October 2003. MRID
46166108.

SPONSOR: Sergeant's Pet Care Products, Inc. Omaha, NE 68130-1703.

EXECUTIVE SUMMARY: In a companion animal safety study (MRID 46166108}, groups of 12
dogs (from 5 to 9 males in each group)} with each group including three 12-week old puppies
weighing 4.1-6.1 kg, 2 or 3 dogs weighing 6.8-15 kg, 3 or 4 dogs weighing 15.1-28.5 kg, and 3
weighing >29.5 kg} were dosed with: 1} the amount of vehicle contained in a single dose (Group
[, controls); 2} at 1X the label use directions (except for puppies, which were dosed at 1.5X} in
Group i, and 3) at 5X the labe! use directions (except for puppies, which were dosed at 7.5X} in
Group 1. Group 1 dogs were treated five times with one hour between each treatment.

The test material was supplied in unidose 1.5 mL ampules. However, the report states that the
mean volume delivered from one of these ampules was 1.17 mL. One dose for puppies
consisted of material from a single 1.5 ml. ampule (the proposed label states that dogs weighing
less than 15 ibs [= 6.8 kg] are to be treated with 1.0 mL}, for dogs weighing 15-33 ibs (6.8-15 kg}
it was 1.5 mL, for dogs weighing 15.1-29.5 kg it was the contents of two 1.5 mL ampules (the
proposed label says two 1.5 mL or one 3.0 mL ampule), and for dogs weighing >29.5 kg it was
three 1.5 mL amputes (the proposed label says three 1.5 mL or one 4.5 ml. ampules). The
contro! material was supplied in butk and placebo controls were treated with this formulation
(without actives) at the rate of 55.13% of the active product dose volumes.

Administration was according to the proposed labe! directions and involved application of the test
substance (or control vehicle) to the skin in a line along the spine starting at the back of the
neck. Lahel directions specify application of the product as a spot-on or stripe treatment
between the shoulder blades to dogs weighing up to 15 kgs. For dogs weighing between 15 and
28.5 kg application would be as a spot-on or stripe treatment at two sites on the back, one

Page 16 of 29

18



between the shoulder blade and one directly in front of the base of the tail. For »29.5 kg the
contents of one 1.5 mL ampule would be applied to the back as a spot-on or stripe between the
shoulder, and the contents of the other two 1.5 mL ampules would be applied as a stripe on the
back in front of the base of the tail.

Each dog in Groups | and Il was observed at 1, 2, 3 and 4 hours following treatment on Day 0.
Group !ll dogs were also observed "between the hourly dosings” (1, 2, 3, 4, 5, 8, 7 and 8 hours
after the first treatment). All dogs were then observed twice (a.m. and p.m.} on Days 1-15.

Individual body weights were determined on Days -7, -3, 7 and 14. Individual food consumption
was determined on a daily basis from Day -7 through Day 15 by measuring the amount of food
given to each dog in the morning and subtracting the amount left at the end of the day. Blood
samples were taken on Days -7 and 1 following overnight fasts.

Possible systemic effects related to exposure to the test material included ocular discharge and
salivation. In the immediate period following treatment, ocular discharge was observed in one
Group !l dog (a puppy} at 4 hours post-dose, and in 4 Group !l dogs (including all three
puppies). Salivation {(mostly very slight, but in some cases moderate} was observed in five
Group [l dogs (including 1/3 puppies), and was observed (very slight} in one adult 32.2 kg dog
at 1 hour postdose (so at this time this dog had presumably been treated with only 1 or 2
applications of test material). Salivation was seen in another Group !l adult starting at 3 hours,
and in two additional Group 1}] adults starting at 4 hours. During the subsequent 15-day
observation period, ocular discharge was frequently observed {including continuously from day
10 to 15) in one control puppy, in none of the Group Il {1X) dogs, and in one Group Il puppy
{days 1-2) and one Group Il adult {days 1-8, then again on Days 13-15); both of these Group !lI
animals had also shown ocular discharge in the period immediately following the first treatment.
Salivation was observed in one Group III adult male at the AM observation on Day 1 (this dog
had also showed salivation during the 8-hour period following the first treatment). Cne Group Il
male puppy showed a lesion (or lesions) on both sides of the shoulder (presumably at or near
the application site} from Day 5 through 15, and was observed to scratch this area frequently.

Group |II adults showed a mean weight loss between days -3 and +7. The incidences of adult
dogs showing weight losses between days -3 and +7 were: Group I: 3/9; Group II: 4/3: Group [II:
8/9. It is concluded then that for adult dogs exposure to a 5X dosage of test material was
associated with a slight mean weight decrease in the period from Day -3 to Day 7.

While Group | puppies showed a greater mean weight gain in the period from Day -3 to +7 than
Groups 11 and lll, their mean weight gain/day in the subsequent period from Day 7 to 14 {0.053
kg/day) was comparable to the mean weight gains from Day -3 to +7 for Groups Il (0.033
kg/day) and Il {0.047 kg/day). Group Il puppies also showed a greater mean weight gain in the
period from Day -3 to 7 than did Group [l puppies. There is no indication then that exposure to
the test material affected body weight gain in puppies.

Puppies in Groups Il and Il showed lower mean food consumption values on Days 0 and 1
relative to their controls. This has to be considered as treatment-related. A similar effect in the
adults was not evident.

No effects were noted on hematological or clinical chemistry parameters.

While the Guidelines for this type of study state that the targeted adequate margin of safety is
5X, it is also stated that: “Consideration will be given to products with less than a 5X margin of
safety, depending on the severity of clinical signs of toxicity (e.g. transient, non-life-threatening
signs).” The test material was not tested at 3X and effects were noted at 5X. However, the
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effects noted at 5X, including ocular discharge (also noted in one puppy dosed at what was
essentialfly 1.5X} and salivation were minimal (most occurrences of both ocular discharge and
salivation were described as “very slight.”} and reasonably transient. It is noteworthy that no
systemic peurological signs (such as tremors or ataxia) were observed, and the salivation may
have been due to ingestion of small amounts of test material from licking or biting the application
area. In addition, the performing laboratory has demonstrated in the past extremely meticulous
reporting of observational data in companion animal safety studies, and it is quite likely that
these observations would not have been reported from some of the other laboratories which
conduct this type of study.

For local dermal effects, one puppy treated at what was essentially a 7.5X dose level showed
subsequent shoulder lesions and was noted to scratch this area frequently. Dermal exposure to
pyrethroids can cause a burning and/or itching sensation at the application site,-and this has to
be considered an effect (unless the registrant can provide additional information demonstrating
otherwise). However, this was an isolated case, and the three adult dogs treated with 3 unit
doses/application with a total of 5 applications (for a total of fifteen 1.5-mL ampules in all} did not
show a similar response.

However, one area of concern is that the 1.5 mL ampules (the only size tested in this study)
delivered only an average of only 1.17 mL of test material, and the registrant is proposing
packaging this product in 3.0 and 4.5 mL (as well as 1.0 and 1.5 mL) tubes. This is acceptable
only if the 3.0 mL tubes deliver no more than 2.34 (2 x 1,17} mL and the 4.5 mL tubes deliver no
more than 3.51 (3 x1.17) mL.

This study is classified as Acceptable as a companion animal safety study (OPPTS 870.7200)
for puppies (12 weeks and older) and adult dogs. It is concluded that there is an adequate
margin of safety (at least 5X) between the exposure associated with the proposed use
fevel for this formulation in dogs and that at which significant adverse systemic effects
(not seen in this study, but which might include ear twitching, muscle tremors, drooling)
may occur. For dermal effects an effect was observed in one puppy in Group [lI {treated at
essentially a 7.5X dose level), but in none of the other dogs (including the puppies in Group 11},
indicating a reasonably low potential for this effect in dogs treated at the proposed use level.

COMPLIANCE: Signed and dated Quality Assurance (p. 4), [No] Data Confidentiality (p. 2}, and
Good Laboratory Practice Compliance {(p. 3) Statements were present.

I MATERIALS
A. MATERIALS

1. Test material: Cyphenothrin-IGR Spot-on for Dogs, with a label declaration for active

ingredients of RS-Gokilaht [=Cyphenothrin] (40.00%)} , S-Methoprene
{3.00%), and Nylar (2.00%). According to a certificate of apalysis on
p. 47 of MRID 468166108 the respective analytical values were 39.87%,
3.00% and 2.00%. Packaged in unit dose ampules containing 1.5 mL.

Description: A liquid;

Lot No.: #1683B

Storage: Room Temperature

2. Administration;  Topical {(spot-on)

3. Vehicle control:  X-5699-03 {(Placebo Control}; From Study 0310: Lot #03390A0100.
fiquid which was stored at room temperature.
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4. Testanimals

Species: Dog

Breed: From p. 9 of MRID 46166108: "Beagles and other breeds...”

Ages and weights at study initiation: "Animals were at least 3 months old at dosing.
There were 3 animals from each group in each of the following weight ranges:
<15, 15-33, 34-65 and >65 pounds (<6.8, 6.8-15, 15.1-28.5 and >29.5 kg). All
dogs less than 15 pounds were pups that were 12 weeks old at dosing.” [Note by
reviewer: The aikaline phosphatase measurments from Dog 2854F (controls),
3085M (Group 1) and 2156M (Group 111) were relatively h:gh refer to pp. 32-34 -
suggesting these were fairly young dogs too].

Sources; Butler Farms (Clyde, NY), Martin Creek Kennels (Wiliford, AR), Ridglan

. Farms (Mt. Horeb, W!} and STILLMEADOW, Inc.

Housing: Individually in kennels measuring 3' x 5.5

Diet: PMI Canine High Density Diet 5L.18.

Water: Tap water, ad /ibitum

Environmental conditions:

Temperature: 22° + 3'C

Humidity: 30 - 70%

Air changes: 10 - 12/hr

Photoperiod: 12 hr dark/12 hr light
Acclimation period: 2 weeks

. STUDY DESIGN

A. INLIFE DATES

From the report cover: study initiation date: 13 August 2003; study completion date: 20
October 2003.

. ANIMAL ASSIGNMENT/ DOSAGE AND ADMINISTRATION

There were a total of 12 dogs per dosage group. Group 1 {1X vehicle; note: observation
schedule on p. 16 of MRID 46166108 is the same for Groups 1 and 2, consistent with a
single application of placebo on dogs in Group 1) consisted of 8 males and 3 females;
Group 11 (1X) consisted of 5 males and 7 females, and Group il (5X) consisted of 8
males and 4 females. Assignment was on the basis of weight. From p. 10 of MRID
46166108; "Animals selected for testing were randomly assigned to three groups... Since
there were three dose sizes (based on animal body weight) to be used in each treatment
group, three dogs of each weight range were included in each group. The weight ranges
were <15, 15-33, 34.65 and >65 pounds (<6.6, 6.8-15, 15.1-29.5 and >29.5 kg). The
dogs <15 pounds were 3-month old puppies.”

From p. 10 of MRID 46166108 "The test substance and placebo were applied to the skin
in a line along the spine starting at the back of the neck. The test substance was
supplied in unit dose plastic tubes, each containing 1.5 mL and were administered to
each animal according to its body weight. The placebo controi substance was provided in
bulk. On Day 0, a label dose (1X) of the test substance was administered to each Group
11 animal according to body weight. Group Ill animals received the test substance at five
times the label dose (6X) administered as single doses once every hour for 5 hours. The
single dose volumes were: dogs <15 pounds, 1.5 mL (one unit dose); dogs 13 [157]-33
pounds, 1.5 mL (one unit dose); dogs 34-65 pounds, 3 mi. (two unit doses); and dogs
>65 pounds, 4.5 ml. (three unit doses). Group | was treated with the placebo control
material in a volume equivalent to that of the normal label dose of the test substance less
the volume of that dose that was occupied by the active ingredients Jor approximately
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55% of a normal 1X dose volume]...”

TABLE 1. Study design
Number of dogs or Cumulative Dose/dog
puppies
. Number of
Group & Weight Range (kg} Male Female | Totai/Dog Mean Mean Dosage applications
ml/kg Cyphenothrin
{mglkg)’ _
I {control} <6.6° 3 0 0.83mLP 0.16° 0 1
6.8-15 1 k: 0.83 mL® 0.08° 0
t5.1-20.5 2 2 1.65 mL® 0.09° 0
. >23.5 3 0 2.48 mL" 0.07° o
1 {1X} <5.6° t 2 1,17 mL® 0.28° 112¢ 1213 1
6.8-15 1 2 1.17 mi® 0.09° 367 [39)°
15.1-29.5 k: 2 2.34 mL® 0.12° 48° [521°
»29.5 2 1 3.5t mL* 0.11° 42¢145]°
11 {5X} <B.6* 1 2 5.85 mL® ‘ 1.26° 503° [543} 5
6.8-15 0 2 585 mL® 0.51¢ 207° [224}
15.1-29.5 3 1 17me | o0se | 285°p7sy
>29.5 3 0 t7.55 mLe 0.50° 199° 2 t5)°
Data calculated from information on p. 14-15 in MRID 46166108.
2 Puppies
® Placebo

¢ Test material (with actives); amount delivered based on .17 mL/application.

¢ Based on a specific gravity for the test material of 1.00 g/mL {consistent with the calculations for dosage as reporied
on'pp. 14-15 of MRID 46186108) and based on 1.17 mL delivered/tube.

 Based on a specific gravity of 1.08 g/mL

Note: Accerding to the CSF the specific gravity of the proposed product is about 1.08; assuming the product contains
40% Cyphenothrin then 1.5 mL would be 1,62 g and would contain 648 mg of Cyphenothrin. The calculations of
dosage of Cyphenothrin in the report {see p. 14-15 of MRID 46166108} appear to be based on a specific gravity for
the proposed product of about 1.00. Example: Dog 3067 F weighing 4.2 kg received one 1.5 mi, dose of the product
and this is reported as a dosage of 142 mg/kg Cyphenothrin. 142 mg/kg x 4.2 kg = 596.4 mg; dividing this by 0.3987
{the analyticat percentage} gives 1496 mg (= 1.496 g} total product applied. However, in Appendix G {see p. 52 of
MRID 45166 t08} it is stated that the unit dose containers did not deliver the entire target dose of 1.5 mL, as there was
a mean delivered volume of 1.17 mL. A statement in Appendix G ("...5X dose rates ranged from 434 to 630 mg/kg for
the smallest subjects.”y is consistent with delivery of 1.17 mi/dose and a specific gravity of about 1.08 g/mL.

C. DOSE SELECTION RATIONALE

According to the proposed label this product will be packaged in unidose 1.0, 1.5, 3.0
and 4.5 ml. applicator tubes. These correspond to single treatments for dogs weighing
15 Ibs and under, 15-33 Ibs, 33-66 lbs and >66 Ibs. However, in this study, Group 2 (1X}
dogs (puppies) weighing less than 15 lbs received 1.5 mL (instead of 1.0 mL), while
Group 3 (5X) dogs (puppies) weighing less than 15 lbs received 5 x 1.5 mL =75 mL
{instead of 5x 1.0 ml. = 5.0 mL).
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D. EXPERIMENTAL DESIGN

From p. 10 of MRID 46166108: “Each animal was observed at 1, 2, 3 and 4 hours
following dosing on Day 0 and then twice daily [AM and PM)] for the duration of the study.
Group 11l animals were also observed between the hourly dosings. Each animal was
examined for signs of any pharmacologic and/or toxicologic effects. Only abnormalities
were recorded.”

Individual dogs were weighed on Days -7, -3, 7 and 14.

individual food consumption was measured daily by measuring the amount of food given
to each dog in the morning and subtracting the amount of food left at the end of the day.

Baseline blood samples were collected from each dog on Day -7 by jugular venipuncture
following an overnight fast. Blood samples were also similarly collected on Day 1.

E. PATHOLOGICAL PARAMETERS

Blood samples were collected on Study Days -7, and 1 by jugular venipuncture following
an overnight fast. The CHECKED (X) parameters were examined:

. & Hematology
X ) X
X | Hematocrit (HCT)* X Leukocyte diffcrential count*
X 1 Hemoglobin (HGB)* X Mean corpuscular HGR (MCH)*
X 1 Lcukocyte count (WBC)* X Mean corpusc. HGB cong (MCHC)* -
X § Erythrocyte count {RBC)* X Mean corpuse. volume (MCV)*
X § Platelet count Reticulocyte count
Blood clotting measurements
(Thrombeoplastin time)
{Clotting timc)
X {Prothrombin time [PT])*
X (Activated partial thromboplastin time [APTT])*
§ Erythrocyte morphology 1 "
*Recommended in OPPTS 870.7200 Guidelines.
b. Clinical chemistry
X ELECTROLYTES X OTHER

X [ Calcium* X Albumin (Alb)*

X 3 Chloride* X Blood creatinine (Crea)*
Magnesium X 1 Blood urea nitrogen (BUN)*

X § Phosphorus* Total Cholesterol

X 1 Potassium* X § Globulin (Gloh)*

X 1 Sodium* X | Glucose (Gluc)*

X { Total and direct bilirubin (T Bil & D Bil)*
ENZYMES X 1 Total serum protein (TP)*

X ¥ Alkalinc phosphatase{Al.Por ALK)* Triglycerides
Cholingsterase{ChE) o Serum protein electrophoresis
Creatine kinase 1 X Albumin/Globulin (A/GQ) ratio
Lactic acid dehydrogenase(LDH)

X { Serum alanine aminotransferase (ALT or SGPTY*

X Serum aspartate aminotransferase( AST or SGOT)*

Gamma glutamyl transferase(GGT)
Amylase
Glutamate dehydrogenase "

*Recommended in OPPTS 870.7200 Guidelines.
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F. STATISTICS

The statistical report is found in Appendix G. It consists of a 6-page document (pages 48-
53 of MRID 46166108). From p. 51 of MRID 46166108: "The data generated by the test
facility...were statistically analyzed by Student’s "t” test, assuming equal variances, using
the statistical program in Microsoft Excel, version 97-SR-1... Since cyphenothrin is
potentially the most toxic component of the product {pyriproxyfen and methoprene are
known to be virtually mammalian-inert) cyphenothrin dosage was the focus. To ensure
that some of the test subjects were treated at or above the target maximum dose rate of
100 mg of cyphenothrin per kg body weight, the 12-week-old Beagle pups were treated
with the next higher unit dose volume. Although weighing between 9 and 11 |b at
treatment, for which the proposed label dose rate is one dose of 1 mL, these pups
received one 1.5 mL unit dose. To validate the dosage delivered to the principals, the
expelled contents of six 1.5 mL unit dose containers were each weighed...” [Note: the
report text then refers to Table 1.1, which is not present in the report]. From p. 52 of the
report: “The dose validation data (Table 1.1) indicated that the unit dose containers, if
filled at the target dose volume of 1.5 mL, were not capable of delivering the entire target
volume (mean volume delivered was 1.17 mL).

G. DISPOSITION OF ANIMALS

Not stated. According to the OPPTS 870.7200 Guidelines: "Routine sacrifice or
necropsy is not required for surviving animals.”

H. COMPLIANCE

Signed and dated Quality Assurance [p. 4], [No] Data Confidentiality [p. 2], and Good
Laboratory Practice (GLP) Compliance [p. 3] Statements were present.

. RESULTS
A. EXPOSURE LEVELS

The dose per 1.17 mL application (based on a product specific gravity of 1.08 g/mL} is
1.264 g. Since the test material contained (by analysis) 39.87% Cyphenothrin, 3.00% S-
Methoprene and 2.00% Nylar, each 1.17 mL dose then contained 0.504 g (=504 mg)
Cyphenothrin, 0.038 g (=38 mg) S-Methoprene and 0.025 g (=25 mg) Nylar. For Group
i1 (1X) mean cumulative Cyphenothrin dosages were: puppies (<6.6 kg). 121 mg/kg;
dogs 6.8-15 kg: 39 mg/kg; dogs 15.1-29.5 kg: 52 mg/kg; and dogs >29.5 kg: 45 mg/kg.
For Group 1l (6X) dosages were: puppies {<6.8 kg). 543 mg/kg; dogs 6.8-15 kg: 224
mg/kg; dogs 15.1-29.5 kg: 255 mg/kg; and dogs >29.5 kg: 215 mg/kg. Refer to Table 1
of this DER. B. MORTALITY

There was no mortality, with all dogs surviving the 14-day observation period,
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C. CLINICAL SIGNS

in the observation period immediately following treatment, no clinical signs of systemic
toxicity were observed in Group | {controls). In Group Il (tX) animal 3074 (a male pup
weighing 4.1 kg) showed very slight ocular discharge from both eyes at 4 hours post-
dose. In Group Nl (5X) four dogs (including alf 3 puppies) showed very slight to
moderate ocular discharge from one or both eyes in the period from one hour to 8 hours

post-dosing. In addition, five dogs (including one puppy) showed very slight to moderate

salivation during this period (in two dogs it was classified as very slight), Very slight
salivation occurred in one animal at 1 hour (i.e., presumably following a single dosage of
test material), and in two others it was first noted at 3 hours (after 3 application
treatments)

Slight to moderate green ocular discharge {both eyes) was observed in one control
puppy in the period from Day t to Day 6, and then again in this puppy from Day t0 to
Day 15. No ocular discharge was observed in Group I in the period from Day 1 to Day
15. One Group Il puppy showed clear ocular discharge from the left eye on Days 1 and
2, while an adult dog showed clear ocular discharge from the left eye from Day t through
Day 6, then again from Day 13 through Day t5.

TABLE 2. Adverse Effects Observed in Dogs Treated with Cyphenothrin-iIGR Spot-on
in the Period immediately Following Treatment®

“Data taken from Table 2 (p. 15) of MRID 461661 08.

From p. 11 of MRID 46 t66 t08: "Five of the Group I [1X] animals exhibited greasy spiked
fur and/or white deposits at the dose site through Day 3. The only other observation
noted in this group was moderate white foamy vomit in one dog on Day 8. In Group |ii,
greasy and/or spiked fur and/or white deposits were seen through Day 1 in two dogs,
through Day 3 in three dogs, through Day 6 in three dogs and [from Day 5] through Day
15 in one dog. Other observations included slight clear ocular discharge through Day 2

~and shoulder lesions through Day t8 in one animal (the dog was observed to scraich the
irritated area frequently), and slight to moderate diarrhea on Days 3 and 4 in another
animal. Another dog had very slight to moderate clear ocutar discharge through study
termination with slight to moderate redness around the eye on Days 3-6. One dog
exhibited sfight salivation on Day 1 and moderate diarrhea on Day 14, and another had a
lesion on the back on Days 7-15.”
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Group | Group !l Group it
Parameter (Control) {(1X) (5X)
Ocutar discharge - one 0[0] 1[1/48] 4112/986]
or both eyes in the
| immediate post-dosing

period
Salivation 0{0] 0[0] 5[18/98]
Soft stool 0[0] 0 2(2/a6]

— —— e —
Spiked greasy hair at 0[0] 2]2/48] 010}
application site in the
immediate post-dosing
period .. h
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The Group Ill dog with the lesions on the shoulder {from p. 18: "both sides”) from Day 5
through 15 was 30G70M {a male puppy), treated with five 1.5 mL applications, while the
Group |11 dog with the lesion on the back {Days 7-15) was 2853F (a female adult) also
treated with five 1.5 mL applications.

. BODY WEIGHT AND WEIGHT GAIN

From p. 12 of MRID 46166108: "The average weight gain[s] for Groups |, Il and Il were
1.1, 1.0 and 0.6 kilograms, respectively. There were no significant differences among
groups, and no dose related responses.”

The values in Table 3 are calculated from individual body weight data (p. 14-15 of MRID
46166108):

TABLE 3. Mean Body Weights for Dogs by Grou
n Mean wt Mean Wt
kg £ S.D. change change Day
Group Day -3to 7 -3 to 14
___ Day -7 Day -3 Day 7 Day 14 kg * 8.D. | kg £ S.D.
! {Controls) puppies| 4.63 £0.50 50710983 | 6.13+1.01 650+ 1.10 1.07+0.15 I
| (Controls) adults § 2187 +983 | 22.34 +10.26{2286 +10.80}2331+1t.45 0.51 +0.87 0.97+1.00
11 (tX) puppies 480+1.14 | 4171006 | 450+0.10 | 497 0.31 0.3320.15 " 0.80 £0.36 |
[1{1X} adults 216442961 ) 2190+£0.16 {2253+ 10.20 122091+ 10.2G[f 0.41+1.36 " 101+ 1.64 '
Il {5X) puppies 467 +0.71 | 46312057 | 510+070 | 563+0.50 0.47 £0.15
11 {(6X} adults 22.18 £ 10.00§22.38 + 10.35 [ 22.18 + 10.40 | 22.86 £ 10.68 || -0.20+0.32

Values calculated from data on p. 14 and 15 of MRID 46166108.

The possibility exists that there was a switch of puppies (or their bodyweights) as pup
3073M (assigned to controls) weighed 4.1 kg on day -7 but 6.1 kg on day -3, while pup
3074M (assigned to Group Il or 1X) weighed 6.1 kg on day -7 but 4.1 kg on day -3.
However, because this switch would have occurred before the dogs were treated, there
would have been no impact on the study results.

The only group in which adults showed a mean weight loss between days -3 and +7 was
Group lll. The incidences of adult dogs showing weight losses between days -3 and +7
were the following: Group |: 3/8; Group [1: 4/3: Group llI: /8. It is concluded then that for
adult dogs exposure to a 5X dosage of test material was associated with a slight mean

. weight decrease in the period from Day -3 to Day 7.

While Group ! puppies showed a greater mean weight gain in the period from Day -3 to
+7 than Groups 1l and |11, their mean weight gain/day in the subsequent period from Day
7 to 14 (0.053 kg/day) was comparable to the mean weight gains from Day -3 to +7 for
Groups I (0.033 kg/day) and Il (0.047 kg/day). Group 1l puppies also showed a greater
mean weight gain in the period from Day -3 to 7 than did Group |l puppies. There is no
indication then that exposure to the test material affected body weight gain in puppies.
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Day -3 to +7 Mean Pup Wt. Gain | Mean Pup Wt. Gain
kgiDay kgiDay
Day -3 to +7 Day 7 to 14
.
{ {Controls) puppies 1.07+0.15 0.37 £0.15 0.107 0.053 1
il (1X) puppies 0.33+0.15 .47 £0,21 0.033 0.067
IIf {6X} puppies 0.47 +0.15 0.53 +0.25 0.047 0.076

Values calculated from data on p. 14 and 15 of MRID 46166108. -

E. FCOD CONSUMPTION

Puppfés in Groups H and 1t showed lower mean food consumption values on Days 0 and
1 relative o their controls. This has to be considered as treatment-related. A similar
effect in the aduits was not evident.

I TABLE 5. Mean Diet £ S.D. (g) Consumed by DogiGroup by Day ||

Day 3 Day 4 Day 5

I (Controls) puppies { 227+40 | 267+ 14 26317 279427 316 £ 27 252 + 41 27520

[ I {Controls) adults  { 431 +129 | 475+ 131 | 625+ 110 | 496+ 138 | 504 £ 166 | 313+ 173 | 496 + t46

Il {(1X) puppies 193+ 7 122 £3 89+17 230+ 45 200 + 81 165 + 11 200115

Il (1X} adults 384 $218 | 387+202 | 3394248 | 410+207 | 435+216 | 310+ 177 | 418 £192
T (5X) puppies 234 +£27 85+0 98 £ 82 201 £ 69 178 £ 51 167 + 98 191+0 "
11l (5X) adults 445 +141 | 497 +122 | 3791207 | 452+ 175 | 435 3:_159 3224236 | 437122 H

Values calculaled from tata on p. 26-29 of MRID 46166108.

F. HEMATOLOGY

From p. 12 of MRID 46166108: "The hematology values were within normat limnits
except for platelet counts, prothrombin time and/or activated partial thrombopiastin time.
These vatues were significantly elevated in all groups, including the placebo group, and
therefore were not dose related.”

There were no indications of any treatment related effects on hematology parameters.
Alkaline phosphatase activity was elevated for puppies in ali groups (and was usualty
above the reference range of 10-150 [U/L), but this is normai for puppies.

G. CLINICAL CHEMISTRY

There were no indications of any treatment related effects on clinical chemistry
parameters. As indicated on p. 12 of MRID 46166108 clinical chemistry resuits "were
within normal limits in males and femaies and the few significant differences among male
or female means in any group or between group means did not appear to be refated to
treatment with the test substance.”
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H. NECROPSY FINDINGS

As there were no mortalities, there were no necropsy findings.

V. DISCUSSION

Possible effects related to exposure to the test material included ocular discharge (seen
in both eyes of one puppy in Group |l at 4-hours post-dosing; classified as very slight;
seen in 3 puppies and one adult in Group il in the period from one hour to eight hours
following the first dose. In all 3 puppies ocular discharge, when it occurred during this
period, was described as very slight. in the aduit there was progression to a red,
irritated, watery left eye at 8 hours following the first dosage. In addition, very slight to
moderate salivation was noted in five dogs {including two puppies) of Group [t in the one
to eight hours following treatment. Salivation was seen in one adult (#3080, a 32.2-kg
male receiving three 1.5-mL doses at each application) at the one hour observation (i.e.,
presumably one hour after the first treatment), and very slight salivation was seen in this
one dog at 3 and 4 hours [foltowing the first dosage], and then moderate salivation was
seen at 8 hours. However, no effects ['No Observable Abnormalities”) were then seen in
this dog for the remainder of the 14-day observation period.

Adult dogs dosed at the 5X level tended to show a slight mean weight loss in the week
following treatment, although there was no indication of an effect on food consumption.

There was no indication of an effect on body weight in puppies at the 1X and 5X dose
levels factually 1.5X and 7.5X dose levels}], although their mean food consumption levels
for days 0 and 1 were noticeably tower than concurrent values of their controls as well as
their own pre-exposure food consumption.

While the Guidelines for this type of study state that the targeted adequate margin of
safety is 5X, it is also stated that: "Consideration will be given to products with less than a
5X margin of safety, depending on the severity of clinical signs of toxicity (e.g. transient,
non-fife-threatening signs).” The test material was not tested at 3X and effects were
noted at 5X. However, the effects noted at 5X, including ocular discharge (also noted in
one puppy dosed at what was essentially 1.5X} and salivation were minimal (most
occurrences of both ocular discharge and salivation were described as "very slight.”) and
reasonably transient. it is noteworthy that no systemic neurological signs (such as
tremors or ataxia} were observed, and the salivation may have been due to ingestion of
small amounts of test material from licking or biting the application area. In addition, the
performing laboratory has demonstrated in the past extremely meticulous reporting of
observational data in companion animal safety studies, and it is quite likely that these
observations would not have been reported from some of the other laboratories which
conduct this type of study.

For local dermatl effects, one Group i puppy (treated at what was essentially a 7.5X
dose level) showed subsequent shoulder lesions (from day 5 through 15) and was noted
to scratch this area frequently. Dermal exposure to pyrethroids can cause a buming
and/or itching sensation at the application site, and this has to be considered an effect
(unless the registrant can provide additional information demonstrating otherwise).
However, this was an isolated case, and the three adult dogs treated with 3 unit
doses/application with a total of 5 applications (for a total of fifteen 1.5-mlL. ampules in atl)
did not show a similar response.

However, one area of concern is that the 1.5 mL ampules (the only size tested in this
study) delivered only an average of only 1.17 mL. of test material, and the registrant is
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proposing packaging this product in 3.0 and 4.5 mL. (as well as 1.0 and 1.5 mL) tubes.
This is acceptable only if the 3.0 mL tubes deliver no more than 2.34 (2 x 1.17) mL and
the 4.5 mL tubes deliver no more than 3.51 (3 x 1.17) mL.

This study is classified as Acceptable as a companion animal safety study (OPPTS
870.7200) for puppies (12 weeks and older} and adult dogs. [t is concluded then that
there is an adequate margin of safety (at least 5X) between the exposure
associated with the proposed use level for this formulation in dogs and the dose at
which significant adverse systemic toxicologicai effects (not seen in this study,
but which might inciude ear twitching, muscle tremors, drooling) may occur. For
dermal effects an effect was observed in one puppy in Group Il (treated at essentially a
7.5X dose level), but in none of the other dogs in this study (including the puppies in
Group [1), indicating a reasonably low potential for this effect in dogs treated at the
proposed use level.

STUDY DEFICIENCIES: The test material was not tested at 3X and effects were noted
at 5X. However, the effects noted at 5X, including ocular discharge (also noted in one
puppy dosed at what was essentially 1.5X) and salivation were minimal (most
occurrences of both ocular discharge and salivation were described as "very slight.”).
In addition, the performing laboratory has demonstrated in the past extremely good
reporting of observational data, and it is quite possible that what was reported in this
study would not have been reported from some of the other laboratories which conduct
this type of study.
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[Cyphenothria 40%]

EPA File Symboet 2517-1L: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS

ACUTE TOX ONE-LINERS

1. DP BARCODE: D305953

2. PC CODES: 129013 Cyphenothrin, 129032 Pyriproxyfen, 105401 Methoprene

3. CURRENT DATE: November 23, 2004

4, TEST MATERIAL: Cyphenothrin-IGR Squeeze~0r§ for Dogs, a clear light yellow liquid with a
specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00%
Nylar (Pyriproxyfen). For this action, the test material is being used to support the registration of

a product containing 40% Cyphenothrin as sole active ingredient.

Study/Species/Lab
Study #/Date

MRID

Resulis

Tox.
Cat.

Core
Grade

Acute oraf toxicity/rat/Product 46166103 LDy>2000 mg/kg. Up and down
Safety Labs (New Jersey)/Project method defaulting to acute tox class
No. 13320/20-MAY-2003 method. 2/5 Sprague-Dawley derived
' female rats died within 24 hrs after
dosage at 2000 mg/kg; two rats which
survived showed reduced fecal volume,
ventral staining and hypoactivity, with
recovery by day 4. All survivors gained
weight in the period from day 0 to 7 and
again from day 7 to 14. Postmorstem
necropsy of rats which died showed
discoloration of the lungs and intestines
and fiuid-filled stomachs. Findings from
rats which survived to terminal sacrifice
were unremarkable.
Acute dermal toxicity/rat/ Product | 46156104 LDgq > 2000 mg/kg. M & 5F Sprague- | It A
Safety Labs (New Jersey)/Project Cawley derived albino rats were
No. 13321/20-MAY-2003 dermally exposed to 2000 mg/kg for 24
hrs; no mortality, no signs of systemic
toxicity. Three males had some dermal
irritation with clearing by Day 2. All rats
gained wt from day 0 to 7 and from day
7 to 14. No gross abnormalities were
observed at post-sacrifice necropsy.
Primary eye imitation/rabbit/ 46166105 No corneal opacity, 3/3 rabbit eyes ] A
Product Safety Labs (New were positive (grade 2) for conjunctival
Jersey)/Project No, 13322/20- irritation at 1 and 24 hrs. All eyes clear
MAY-2003 (alt scores zero} by 72 hrs.
Primary dermal irritation/rabbit/ 46166106 No edema (all scores for edema = Q). v A
Product Safety Labs (New All 3 sites scored 1 for erythema at 1 hr
Jersey)/Project No. 13323/20- and 2 at 24, 48 and 72 trs. One site
MAY-2003 scored 2 for erythema on day 7 while
the other two scored 1. All scores zero
on dat 10. The PII (average of scores
at1,24,48 & 72 hrs} = 1.75
Dermal sensitization (Buehler 46166107 No indication that test material is a Not a A
method)/guinea pig/Product dermal sensitizer. sensitiz
Safety Labs (New Jersey er
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{Cyphenothrin 40%|

EPA File Symbol 2517-1L: SERGEANT’S CYPHENOQTHRIN SQUEEZE-ON FOR DOGS

Companion animal/adult dog & 46166108
t2-wk old puppies/ Stillmeadow
TXiProject No. 7650/03/20-CCT-
2003

Three groups of dogs, each containing
9 adulis & three 12-week old puppies:
Group | (control) was treated with the
amount of vehicle at 1X; Group |l was
treated at 1X (dogs 6.8-15 kg: contents
from one 1.5 ml, ampule; 15.1-29.5 kg:
contents of two 1.5 mL ampules; >29.5
kg: contents of three 1.6 mL ampules.
Puppies (<6.8 kg) were treated with
contents of one 1.5 ml. ampule (1.5X).
Group Il adults were treated at 5X
{with treatments at 1-hr intervals) and
Group Il pups were treated at 7.56X
label dose. Administration was as a
spot-on and/or stripe treatment on the
back. Possible systemic effects noted
following administration were ocular
discharge in one Group Il puppy at 4
hrs post-dose and in 4 Group Il
animals {including all 3 puppies).
Salivation was also noted in 5 Group 11l
dogs in the period (1-8 hrs) following
first administration of test material,
Puppies {but not adults) showed of
Groups Il and I1l also showed lower
mean food consumption on days 0 and
1. One Group Il puppy showed
shoulder lesions {presumably in the
area where test material was applied)
from day 5 to the end of the study and
was noted to scratch this area
frequently, No effects on clinical
chemistry or hematology parameters.
One concern is that t.5 mL ampules
delivered only 1.17 mL test material;
registrant is proposing packaging this
product in 3.0 & 4.5 ml. tubes. This is.
acceptable only if the 3.0 mL tubes
deliver no more than 2.34 2x1.17)mL
and the 4.5 mL tubes deliver no more
than 3.51 (3x1.17)mL.

NiA

Core Grade Key: A =Acceptable, S = Supplementa

ry, U = Unacceptable, V = Self Validated
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‘DP#:  (317320)

Reqistration:
Company.
Risk Manager:

Risk Manager Reviewer:

\TA PACKAGE BEAN SHEE ]
Date: 24-May-2005
’ Page 1011

* * * Registration Information * * *

25t7-IN - SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

Decision #: 338118

2517 - SERGEANT'S PET CARE PRODUCTS, INC.

RM 13 - George Laroeca - (703) 305-6100 Roormd CM-2 206

George iancea GLAROGCCA

Sent Date: 23-Jun-2004 Calculated Due Date; 13-Feb-2007 Edited Que Date:
- Type of Registration: Product Registration - Section 3
Aclion Desc: {R26.4) NEW USE;NON-FOOD;INDOOR;
Ingredienls: 129032, Pyriproxyfen{2%})
128013, Cyphenothrin{40%)
** * Data Package Information * * *
Expedite: () Yes & No Date Sent: 24-May-2005 DueBack:
OP Ingredient: 125043, Cyphengttirin
128032, Pyriproxylen
DP Title:
CSF Included: (O Yes @ No Labet Included: () Yes @ No Parent DP #:
Assigned To Date In Date Qut

Organtzation: RD / TRB

Team Name: TOX

Reviewer Name: Backus, Byron

Conlracter Name:

*** Studies Sent for Review***

* ** Additional Data Packége for this Decision ** *

*** Data Package Instructions ** *

Stience Due Date:

Sub-Data Paciage Due Dale:

Byron - You completed review of the companion anirral safety study for 2517-IN, IL on Nov. 30th and Nov 24th, 2004. Mark Suarez compieted review
of gmcacy da[a{MR_ID 48t_66109)_amiated wilhy these two products and noted symptoms repoted th all dogs in Test Group 2{see attached excerpt).
This appears lo he inconsistent with what you reported. Mark has electronically sent you a copy of the eificacy study for further consideralion,
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Gt BB VU-BL 5 YW

l rJ r_} ' ) .
G JJD : - ' ‘nmq E : .
Profcssional Laboratory (DML \01 gfll-l., oW, \NL'>

" A and Research Services, Inc.

PLRS 0307
SERGEANT’S CYPHENOTHRIN SPOT-ON

noted on test days 19-38.- Dog ID 1ACDI1 had red 1mtated skin on the stomach noted on
test days 36-48. A

~ These three dogs in Test G‘roup 1 were treated for the hair loss and/or iritated
skin. Dog ID 1ABEI was treated beginning on test day 8 with nitrofurazone ointment
(Lot No. XNO272A, expiration date 11/04) twice daily for seven days and with 1 cc
" injectable dexamethasone (Lot No. 2090982, expiration date 09/04) once daily for three
days. Dog ID 36491 was likewise treated with the same medications for the same
duration beginning on test day 22. However, a deviation occurred when on the first day
of the seven day treatment the nifrofurazone-otntment was administered only once instead
of twice. Dog ID 1ACD1 was treated beginning on test day 42 with 1 cc injectable
dexamethasone (Lot No. 2090982, expiration date 11/04) once daily for three days and
with Gentocin spray (Lot No. 018046, expiration date 06/04) tw1cc daily for seven days

- Test Group 2 (cyphenothrin): In general, all six dogs in this group responded to
@#}’@ treatment with similar reactions. Dog 35022 vomiting was noted on test day 1, head
shaking was noted on test days 2, 3 and 5, licking of paws was noted on test days 2-6,
W/ 97, rubbing of thé head and body on test day 3 and slight tremors all over body on test day 5.
_/ » Dopg ID CNJAZF had slight remors ‘noted on test day 1, had shaking on test days 1- 5,
c‘if »© squinting on test day 1, Ilckmg of paws on test days 1-3, unsteadiness on test day 1,
(,{ 00 / circling on test day 2, pacing on test day 4 and rubbing of head on test day 1. Dog ID
j kﬁ 36737 had ear thtchmg noted on test days 1-3, head shaking on test days 1 and 3, licking
. of paws on test days land 5, pacing on test days 4 and 5, and slight body tremors on test
W;j W@%{’) days 2 and 3. Dog ID 28625 had head shaking noted on test days 1-3, 5, 7 and 8, ear
twitching on test day 3, licking of the paws and genitalia on test days 3 and 4 and hair
é/Q loss and irritated skin on the right shoulder onto the mid-back on test days 22-47. Dog ID
34911 vomited on test day 1, head shaking was noted on test days 1-4, 7 and 8, licking of
) genitalia/paws on test days 1-7, hair loss/redness at ear tips on test days 2-5 and 7-33.
Dog 1D HHCAV] had head shaking and slight body tremors noted on test day 3.

At

/s (

Posi-treatment Flea and Tick Counts and Product Efficacy (Tables 3-25)

TEST DAY 1 (HAND COUNTS) -

The mean number of live fleas counted on the dogs in Test Group 1 (Untreated
Controls) was 33.2 fleas/dog (range 27 t0.45 fleas) and the mean number of live ticks
counted on these dogs was 20.0 ticks/dog (rangc 12 to 31 ticks), Tahle 3.
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2 i UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
3 vy G WASHINGTON, D.C. 20460
A\v74

OFFICE OF PREVENTICN, PESTICIDES
AND TOXIC SUBSTANCES

Date: November 24, 2004

MEMORANDUM

Subject: EPA File Symbol: 2517-IN SERGEANT'S CYPHENOTHRIN + IGR
SQUEEZE-ON FOR DOGS
DP Barcode: D305948
Decision No.: 338118
PC Codes: 129013 Cyphenothrin {CAS #39515-40-7), 129032
Pyriproxyfen (CAS #95737-68-1)

From: Byron T. Backus, Ph.D.
Technical Review Branch -
Registration Division (7505C)
To: Linda Del.uise/George LaRocca RM 13
Insecticide Branch
Registration Division {(7505C)
Applicant: SERGEANT'S PET CARE PRODUCTS, INC.

FORMULATION DECLARATION FROM LABEL :

Active Ingredient(s): % by wt
Cyphenothrin (CAS #39515-40-7)....veimieiceiieeee e 40.0%
Nylar (CAS #O5737-88-1).. ettt ce s veeen 2.0%
8T 8 Lo T 1 =Y ) £ O O P S SR SRR 58.0%
Total 100.00%
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{Cyphenothrin 40%; Pyriproxylen 2%]|
EPA File Symbol 2517-IN: SERGEANT'S CYPHENQTHRIN + IGR SQUEEZE-ON FOR DOGS

ACTION REQUESTED:

The Risk Manager requests:

Tox waiver request for acute inhalation; review of 5 other acute studies and a
companion animal study.

BACKGROUND:

This package includes an acute oral LD, study (rat, up-and-down procedure, defaulting
to an acute toxic class procedure, MRID 46166103); acute dermal LDy, study {rat;
MRID 46166104); primary eye irritation study (rabbit; MRID 46166105); primary dermal
irritation study (rabbit; 46166106) and a dermal sensitization study (guinea pig;
46166107), as well as a companion animal safety study in dogs (MRID 46166108).

The five acute toxicity studies were conducted at Product Safety Labs, New Jersey. The
companion animal safety study was conducted at Stillmeadow, Inc. In addition, there is
a waiver request for an inhalation study. All studies were conducted on Cyphenothrin-
IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific gravity of 1.061
g/mL, containing 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar.

RECOMMENDATIONS:

1. The companion animal (dog) safety study in MRID 46166108 has been reviewed and
has been classified as acceptable for puppies (12 weeks and older) and adult dogs.
It is concluded that there is an adequate margin of safety (at least 5X) between the
exposure associated with the proposed use level for this formulation in dogs, and
that at which significant adverse systemic effects (not seen in this study, but which
might include ear twitching, muscle tremors, drooling) may occur. For dermai effects
an effect was observed in one puppy in Group 11l (treated at essentially a 7.5X dose
level), but in none of the other dogs (including the puppies in Group !l, dosed at 1.5X)
indicating a reasonably low potential for this effect in dogs treated at the proposed
use level.

2. It is noted that the test material was supplied in {(and applied from) unidose 1.5mL
ampules. However, the report states that the mean volume delivered from a single
1.5 mL ampule was 1.17 mL, and the registrant is proposing packaging this product
in 3.0 and 4.5 (as well as 1.0 and 1.5) mL tubes. This is acceptable only if the 3.0 mL
tubes deliver no more than 2.34 (2 x 1.17) mL and the 4 5 mL tubes deliver no more
than 3.51 (3 x 1.17) mL.

3. The five acute toxicity studies have been reviewed and classified as acceptable. In

addition, TRB has no objection to the registrant's waiver reguest for an acute
inhalation study, based on the product form (a yellow liquid), its proposed packaging
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1.0, 1.5, 3.0 or 4.5 mL tubes or ampules), the method of application (as a spot-

on or stripe-on to the dog's back), and the relatively low inhalation toxicity of technical
Cyphenothrin (one report from the open literature gives a rat LC50 of 1.85 mg/L., or
EPA toxicity category Ill; extrapolating from this the inhalation LC50 value for a 40%
Cyphenothrin-60% inert product would then be greater than 4 mg/L, or EPA toxicity
category IV by this exposure route).

4. Based on the results of the acute toxicity studies, the following is the acute toxicity
profile for EPA File Symbol: 2517-IN SERGEANT'S CYPHENOTHRIN + IGR
SQUEEZE-ON FOR DOGS. The signal word of the product would be CAUTION, as
proposed by the registrant:

Study Type Tox. Cat. Classification & MRID #
Acute Oral LD, (rat) il Acceptable (#46166103)
Acute Dermal LDy, (rat) i Acceptable (#46166104)
Acute Inhalation LC,, IV Waived

Primary Eye Irritation (rabbit) 11 - Acceptable (#46166105)
Primary Dermal lrritation (rabbit) I\ Acceptable (#46166106)
Dermal Sensitization (guinea pig)  Negative Acceptable (#46166107)

5. Based on the acute toxicity profile and proposed uses, the following is the
precautionary labeling for this product, as obtained from the Label Review System:

PRODUCT ID #: 002517-00080
PRODUCT NAME: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS
PRECAUTIONARY STATEMENTS

SIGNAL WORD: CAUTION

Hazards to Humans and Domestic Animals:

Harmful if swallowed or absorbed through skin.. Causes moderate eye irritation. Avoid contact with skin,
eyes or clothing. Wash thoroughly with soap and water after handling.

First Aid:

If on skin:

-Take off contaminated clothing.

-Rinse skin immediately with plenty of water for 15-20 minutes.
-Call a poison control center or doctor for treatment advice.

If swallowed:

-Call a poison control center or doctor immediately for treatment advice.
-Have person sip 2 glass of water if able to swallow.

-Do not induce vomiting unless told to by a2 poison control center or doctor.
-Do not give anything to an uncenscious person,
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[Cyphenothrin 40%; Pyriproxyfen 2%]|
EPA Filc Symbol 2517-1N: SERGEANT'S CYPHENQTHRIN + IGR SQUEEZE-ON FOR DOGS

If in eyes:

-Hold eye open and rinse slowly and gently with water for 15-20 minutes.
-Remove contact lenses, if present, after the first 5 minutes, then continue rinsing.
~Call a poison control center or doctor for treatment advice.

NOTE TO PHYSICIAN: Note to PM/CRM/Registrant: The proposed label should contain a "Note to
Physician”. The following statements are suggested types of information that may be included, if
applicable: - technical information on symptomatology; - use of supportive treatments to maintain life
functions; ~ medicne that will counteract the specific physiological effects of the pesticide; - company
telephone number to specific medical persennel who can provide specialized medical advice.
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[Cyphenothrin 40%; Pyriproxyfen 2%]|
EPA File Symbot 2517-IN: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D. Date: November 19, 2004
Risk Manager (EPA): 13

STUDY TYPE: Acute Oral Toxicity - Rat; OPPTS 870.1100; OECD 425
TEST MATERIAL (% a.l.}): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project

#1683A - L.ab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this
contained 39.87% Gokilaht (Cyphenothnin}, 3.00% Methoprene and 2.00% Nylar. From

information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL. |

The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IN
Sergeant's Cyphenothrin + IGR Squeeze-On for Dogs {(although this product does not contain
Methoprene) with a [abel declaration of: Cyphenoghrin 40.0% and Pyriproxyfen (Nylar) 2.0%.

- CITATION: Moore, G. (2003) Acute Oral Toxicity Up and Down Procedure in Rats:
Cyphenothrin-IGR Squeeze-On for Dogs. Project Number: 13320, P320/UDP. Unpublished
study prepared by Product Safety Labs, Food Product Laboratory and Silliker Laboratories of
New Jersey, Inc. 16 p. Study Completion Date: May 20, 2003. MRID 46166103.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427 :

EXECUTIVE SUMMARY: In an acute oral toxicity study (MRID 46166103}, conducted using the
up-and-down procedure but defaulting to the acute toxic class method, Cyphenothrin-IGR
Squeeze-On for Dogs (2824) MGK GLP Project #1683A - Lab Prepared, a clear, light yellow
liquid with a specific gravity of 1.061 g/mL containing 39.87% Gokilaht (Cyphenothrin), 3.0%
Methoprene and 2.00% Nylar was administered by oral gavage at 2000 mg/kg to a single
Sprague-Dawley derived 9-week-old albino fasted (overnight) female rat. When this rat
survived, four additional fasted (overnight) female rats of the same strain, age, body weight
range (164-182 g) and source (Ace Animals, Inc., Boyertown, PA) were also dosed at 2000
mg/kg.

On the day of dosage rats were observed for several hours for mortality and signs of gross
toxicity for several hours post-dosing. They were then observed at least once a day for the
remainder of the 14-day observation period.

On the day of dosage rats were observed at least 3 times within the first 4 hours after dosing
for clinical signs of toxicity and mortality and then at [east once daily for the remainder of the
14-day ohservation period. [ndividual body weights were recorded just prior to dosing (Day 0)
and on days 7 and 14, Individual body weighls were recorded predosing and on days 7 and 14.

Two rats died within 24 hours of dosage with no clinical signs observed prior to death, Two rats
which survived showed reduced fecal volume, ventral staining and hypoactivity, with recovery
by Day 4. All survivors gained weight in the period from Day C (predose) to Day 7 and again
from Day 7 to 14.
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[Cyphenothrin 40%; Pyriproxyfen 2%]
EPA File Symbol 2517-IN: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

Postmortem necropsy findings in the rats which died showed discoloration of the lungs and
intestines and fluid filled stomachs. Gross necropsy findings in rats surviving to terminal
sacrifice were unremarkable,

Estimated Oral LDy, in female rats > 2000 mg/kg.

EPA File Symbol 2517-IN Sergeant’'s Cyphenothrin + IGR Squeeze-On for Dogs, a clear, light
yellow liquid with a specific gravity of 1.061 g/mL containing 40% Cyphenothrin and 2%
Pyriproxyfen (Nylar) is in EPA toxicity category [ll in terms of oral exposure based on the
observed LD, (>2000 mg/kg) in female rats.

This acute oral study is classified as acceptable. It does satisfy the guideline requirement for
an acute oral study (OPPTS 870.1100; OECD 425} in the rat.

COMPLIANCE: Signed and dated GLP Compliance {p. 3}, Quality Assurance (p. 18), and [No]
Data Confidentiality {p. 2} statements were provided.

RESULTS and DISCUSSION:

AQT425statpgm (Version: 1.0) Test Results and Recommendations
Acute Oral Toxicity (OECD Test Guideline 425} Statistical Program

Date/Time: Friday, October 15, 2004, 4:37:11 PM
Data file name: Cyphenothrin-IGR.dat
Last modified: 10/15/2004 4:37:11 PM

Test/Substance: Cyphenothrin-IGR
Test type: Limit Test

Limit dose {mg/kg): 2000
Assumed LD50 (mg/kg): Default
Assumed sigma (mg/kg): 0.5

DATA:

Test Animal Dose Short-term Long-term
Seq. ID (mg/kg) Result Resuit

1 8040 2000 0 0
2 8198 2000 0 O
3 823 2000 0 0
4 8372 2000 X X
5 9407 2000 X X

{X = Died, O = Survived)

Dose Recommendation: The limit test is complete.
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|Cyphenothrin 40%; Pyriproxyfen 2%
EPA File Symbol 2517-IN: SERGEANT’S CYPHENOTHRIN + IGR SQUEEZE.ON FOR DOGS

SUMMARY OF |.ONG-TERM RESULTS:

Dose O X Total

2000 3 2 5

AllDoses 3 2 5
Statistical Estimates:

The LDS0 is greater than 2000 mg/kg.

Dose (mgikg bw)

Statistics - Not necessary to compute the oral LD,
A. Mortality - As noted in the table above.

B. Ctinical observations - Two rats died within 24 hours of dosage with no clinical signs
observed prior to death. Two rats which survived showed reduced fecal volume, ventral staining
and hypoactivity, with recovery by Day 4. All survivors gained weight in the period from Day O
(predose) to Day 7 and again from Day 7 to 14.

C. Gross Necropsy - Postmortem necropsy findings in the rats which died showed
discoloration of the lungs and intestines and fluid filled stomachs. Gross necropsy findings in
rats surviving to terminal sacrifice were unremarkable.

D. Reviewer's Conclusions: The study is acceptable. EPA File Symbol 2517-IN Sergeant's
Cyphenothrin + IGR Squeeze-On for Dogs, a clear, light yellow liquid with a specific gravity of

1.081 gimL containing 40% Cyphenothrin and 2% Pyriproxyfen {Nylar} is in EPA toxicity
category |1l in terms of oral toxicity based on the observed LD, (>2000 mg/kg) in female rats.

E. Deficiencies - None
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[Cyphenrothrin 40%; Pyriproxyfen 2%]|
EPA File Symbol 2517-IN: SERGEANT’S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D. Date: November 22, 2004
Risk Manager (EPA); 13 '

STUDY TYPE: Acute Dermal Toxicity - Wistar rats - OPPTS 870.1200; OECD 402

TEST MATERIAL (% a.i.}: Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - L.ab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46186104 the specific gravity of the test material was 1.061 g/mL.
The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IN
Sergeant’s Cyphenothrin + IGR Squeeze-On for Dogs (although this product does not contain
Methoprene) with a label declaration of: Cyphenothrin 40.0% and Pyriproxyfen (Nylar) 2.0%.

CITATION: Moore, G. (2003} Acute Dermal Toxicity Study in Rats - Limit Test: Cyphenothrin-
IGR Squeeze-On for Dogs. Project Number: 13321, P322. Unpublished study prepared by
Product Safety Labs, Food Product Laboratory and Silliker Laboratories of New Jersey, Inc. 16
p. Study Completion Date: May 20, 2003. MRID 46166104.

SPONSOR: MCLAUGHLIN GCORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MIN 55427 .

EXECUTIVE SUMMARY: In an acute dermal toxicity study (MRID #46166104), a group (5M &
5F) of Sprague-Dawley derived albino rats (source: Ace Animals, Inc., Boyertown, PA; Males:
300-318 g; Females: 178-204 g; young adult {indicated by body weight data]) were dermally
exposed {(approximately 10% of body surface) for 24 hrs to 2000 mgrkg of undiluted
Cyphenothrin-IGR Squeeze-On for Dogs, a clear, light yellow liguid with a specific gravity of
1.061 g/mL containing 38.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
{Pyriproxyfen). The test material was held in contact by a gauze pad and Durapore tape.

Rats were observed several times after application on day 0 and once daily thereafter for 14
days. Individual body weights were recorded just prior to dosing (day 0) and on days 7 and 14.

There was no mortality and there were no signs of systemic toxicity. Three males showed
some dermal irritation (erythema and/or edema) with clearing by day 2. All rats gained weight
from day 0 to 7 and from day 7 to 14.

No gross abnormalities were observed at post-sacrifice necropsy.
Dermal LDg, Males > 2000 mg/kg (0/5 died)

Females > 2000 mg/kg (0/5 died)

Combined > 2000 mg/kg (0/10 died)
Based on the rat LD,, > 2000 mg/kg. Cyphenothrin-IGR Squeeze-On for Dogs, a cleat, light
yellow liquid with a specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00%
Methoprene and 2.00% Nylar is in EPA toxicity category 11l in terms of dermal toxicity.
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[Cyphenothrin 40%; Pyriproxyfen 2%]|
EPA File Symbot 2517-IN: SERGEANT'S CYPHENOTHRIN + IGR SQUEEZE-ON FOR DOGS

This acute dermal study is classified as acceptable. It does satisfy the guideline requirement
for an acute dermal study (OPPTS 870.1200; OECD 402) in the rat.

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 16), and [No}
Data Confidentiality (p. 2) statements were provided.

RESULTS and DISCUSSION:

K | IfJIthrtalitgiNuimbel." Tested

Dose (mg/kg bw) . R T _ T
- _Males - | - Females | __ Combined

Statistics - Not necessary to compute the dermal LD,,.

A. Mortality - None, as noted in the table above.

B. Clinical observations - There were no signs of systemic toxicity. Three males showed
some dermal irritation (erythema and/or edema) with clearing by day 2. All rats gained weight
from day O to 7 and from day 7 to t4.

C. Gross Necropsy - No gross abnommaiities were observed at post-sacrifice necropsy.

D. Reviewer’s Conclusions: The study is acceptable. Based on the rat LDs, > 2000 mg/kg,
Cyphenothrin-IGR Squeeze-On for Dogs, a clear, light yellow liquid with a specific gravity of
1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
(Pyriproxyfen) is in EPA toxicity category [l in terms of dermal toxicity.

E. Deficiencies - None
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|Cyphensothrin 40%; Pyriproxyfen 2%
EPA File Symbot 2517-IN: SERGEANT’S CYPHENOTHRIN + {GR SQUEEZE-ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D. | Date: November 23, 2004
Risk Manager (EPA): 13

STUDY TYPE: Primary Eye Irritation - NZW Rabbit; OPPTS 870.2400; CECD 405

TEST MATERIAL (% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824} MGK GLP Project
#1683A - Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103} this
contained 39.87% Gokilaht (Cyphenothrin}, 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL.
The test material is described as a clear, light yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IN
Sergeant’s Cyphenothrin + IGR Squeeze-On for Dogs (although this product does not contain
Methoprene) with a label declaration of Cyphenothrin 40.0% and Pyriproxyfen (Nylar) 2.0%.

CITATION: Moore, G. (2003} Primary Eye Irritation Study in Rabbits: Cyphencthrin-IGR
Squeeze-On for Dogs. Project Number: 13322, P324. Unpublished study prepared by Product
Safety Labs, Food Products Laboratory and Silliker Laboratories of New Jersey, Inc. 17 p.
Study Completion Date: May 20, 2003. MRID 46166105.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In a primary eye irritation study (MRID 46166105), 0.1 mL of
undiluted Cyphenothrin-IGR Squeeze-0On for Dogs, a clear light yellow liquid with a specific

" gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
(Pyriproxyfen), was instilled into the conjunctival sac of one eye of each of 3 adult New Zealand
White Rabbits (weights: not reported; ages: young adult; source: Davidson’s Mill Farm, South
Brunswick, NJ), with observations and scoring at 1, 24, 48 and 72 hours after instillation.

No corneal opacity was observed (with 2% ophthalmic fluorescein sodium used at 24 hours to
verify the absence of corneal opacity at that reading). 3/3 eyes were positive for conjunctival

redness (score of 2) at 1 and 24 hours. All eyes were completely clear (all scores zero) at 72
hours.

In this study, Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific
gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
(Pyriproxyfen) is in EPA toxicity category |1l based on the presence of grade 2 conjunctival
redness in 3/3 eyes at 24 hrs which subsequently cleared by 72 hrs.

This study is classified as acceptable. 1t does satisfy the guideline requirement for a primary
eye irritation study (OPPTS 870.2400; OECD 405} in the rabbit.

COMPLIANCE: Signed and dated GLP Compliance {p. 3), Quality Assurance (p. 17), and [No}
Data Confidentiality (p. 2) statements were provided. .
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|Cyphenothrin 40%; Pyriproxyfen 2%]
EPA File Symbol 2517-IN: SERGEANT'S CYPHENQTHRIN + IGR SQUEEZE-QN FOR DOGS

RESULTS AND DISCUSSION:

Number "positive"/number tested

Observations 1 hr 24 hrs? 48 hrs 72 hrs
Corneal Opacity 0/3 /3 0/3 0/3
Iritis 0/3 0/3 0/3 0/3
Conjunctivae:
Redness’ 313 373 0/3 0/3
Chemosis’ 0/3 0/3 0/3 0/3
Discharge' 313 0/3 03 o3 |

Score of 2 or more considered positive

*Fluorescein staining was used to verify the absence of corneal opacity.

A. Observations - No systemic effects were observed. 3/3 eyes were positive for conjunctival

redness {score of 2) at 1 and 24 hours. All eyes were completely clear {all scores zero) at 72

hours.

B. Reviewer's Conclusions: The study adequately defines a Toxicity Category 111 hazard

potential in terms of eye exposure potential for Cyphenothrin-IGR Squeeze-On for Dogs, a

clear, light yellow liquid with a specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin,
3.00% Methoprene and 2.00% Nylar {Pyriproxyfen).

C. Deficiencies - None
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[Cyphenothrin 40%; Pyriproxylen 2%]
EPA File Symbot 2517-1N: SERGEANT'S CYPHENOTHRIN + IGR SGUEEZE-ON FOR DOGS

Reviewer: Byron T, Backus, Ph.D. Date: November 23, 2004
Risk Manager (EPA): 13

STUDY TYPE: Primary Dermal Irritation - NZW Rabbit; OPPTS 870.2500; OECD 404

TEST MATERIAL (% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824} MGK GLP Project
#1683A - Lab Prepared. From the ceriificate of analysis {p. 15 of MRID 4666103} this
contained 39.87% Gokilaht {Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL.
The test material is described as a clear, light yellow liquid.

SYNONYMS: T.he test material description is consistent with the proposed product 2517-IN
Sergeant’s Cyphenothrin + IGR Squeeze-On for Dogs (although this product does not contain
Methoprene)} with a label declaration of Cyphenothrin 40.0% and Pyriproxyfen {Nylar) 2.0%.

CITATION: Moore, G. (2003) Primary Skin Irritation Study in Rabbits: Cyphenothrin-IGR
Squeeze-On for Dogs. Project Number: 13323, P326. Unpublished study prepared by Product
Safety Labs, Food Products Laboratory and Silliker Laboratories of New Jersey, Inc. 17 p.
Study Completion Date: May 20, 2003. MRID 461661086.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In a primary dermal irritation study (MRID 46166106), 0.5 mL
aliquots of undiluted Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a
specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00%
Nylar (Pyriproxyfen), were applied to dermal sites on each of 3 (2M & 1F)} young adult New
Zealand White albino rabbits (source: Davidson’s Mill Farm, South Brunswick, NJ) with 4-hour
semioccluded exposure.

After 4 hours, the gauze patch and holding tape were removed. The test sites were scored
(Draize} at 1, 24, 48 and 72 hrs and at 7 and 10 days.

No edema was observed (all scores for edema were zero). All sites scored one for erythema at
1 hourand 2 at 24, 48 and 72 hours. One site scored 2 for erythema on day 7 while the other
two scored 1. All scores were zero on day 10. The Pl (average of scores at 1, 24, 48 & 72 hrs)
=1.75.

In this study, Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific
gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar
{Pyriproxyfen) is in EPA Toxicity Category IV for dermal irritation effects, based on the Pl of
1.75 and relatively low score (grade 2, characterized as well-defined) for erythema at 72 hrs
[EPA Toxicity Category lil would be characterized by moderate or grade 3 erythema at 72 hrs)
following 4-hr semi-occluded exposure.

This study is classified as acceptable. It does satisfy the guideline requirement for a primary
dermal irritation study (OPPTS 870.2500; OECD 404) in the rabbit.
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[Cyphenothrin 40%; Pyripraxyfen 2%
EPA File Symbel 2517-IN: SERGEANT’S CYPHENCTHRIN + IGR SQUEEZE-ON FOR DOGS

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance (p. 17), and [No}
Data Confidentiality (p. 2) statements were provided.

RESULTS and DISCUSSION:

A. Observations - No edema was observed (all scores for edema were zero). Al sites scored
one for erythema at 1 hour and 2 at 24, 48 and 72 hours. One site scored 2 for erythema on
day 7 while the other two scored 1. All scores were zero on day 10. The Pli (average of scores
at1,24,488&72hrs)=1.75.

B. Resuits - The Pl (average of 1, 24, 48 and 72-hour scores) = 1.75 The mean irritation
score on day 3 was 2.0 (erythema: 2.0; edema: 0.0).

C. Reviewer’s Conclusions - The study adequately demonstrates a Toxicity Category [V
hazard potential in terms of dermal irritation for Cyphenothrin-IGR Squeeze-On for Dogs, a
clear light yellow liquid with a specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin,
3.00% Methoprene and 2.00% Nylar {(Pyriproxyfen).

D. Deficiencies - None
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{Cyphencthrin 40%; Pyriproxyfen 2%)|
EPA File Symbol 2517-IN: SERGEANT’S CYPHENOTHRIN + IGR SQUEEZE—ON FOR DOGS

Reviewer: Byron T. Backus, Ph.D. Date: November 23, 2004
Product Manager (EPA): 13

STUDY TYPE: Dermal Sensitization - albino Guinea Pig; OPPTS 870.2600; OECD 406, 429

TEST MATERIAL (% a.i.): Cyphenothrin-IGR Squeeze-On for Dogs (2824) MGK GLP Project
#1683A - Lab Prepared. From the certificate of analysis (p. 15 of MRID 4666103) this
contained 39.87% Gokilaht (Cyphenothrin), 3.00% Methoprene and 2.00% Nylar. From
information on p. 11 of MRID 46166104 the specific gravity of the test material was 1.061 g/mL.,
The test material is described as a clear, ligh yellow liquid.

SYNONYMS: The test material description is consistent with the proposed product 2517-IN
Sergeant’s Cyphenothrin + IGR Squeeze-On for Dogs (although this product does not contain
Methoprene) with a label declaration of Cyphenothrin 40.0% and Pyriproxyfen (Nylar) 2.0%.

CITATION: Moore, G. (2003) Dermal Sensitization Study in Guinea Pigs: Buehler Method:
Cyphenothrin-IGR Squeeze-On for Dogs. Project Number: 13324, P328. Unpublished study
prepared by Product Safety Labs, Food Products Laboratory and Silliker Laboratories of New
Jersey, inc. 25 p. Study Completion Date: May 20, 2003. MRID 46166107.

SPONSOR: MCLAUGHLIN GORMLEY KING COMPANY, 8810 Tenth Avenue North,
Minneapolis, MN 55427

EXECUTIVE SUMMARY: In a dermal sensitization study (MRID 46166107) with Cyphenothrin-
IGR Squeeze-On for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/mL
containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen), a group
of 20M Hartley albino guinea pigs (373-428 g; young adult; source: Elm Hill Breeding Labs,
Chelmsford, MA) were each demmally exposed (6 hours) to a 0.4 mL aliquot of test material on a
once-a-week basis for 3 consecutive weeks. After a two week rest period they were then
dermally challenged with 0.4 mL of a 75% w/w mixture of the test material in mineral oil at a
previously unexposed site. An additional 10 previously unexposed male guinea pigs received
were similarly treated. Challenge sites on all 30 guinea pigs were evaluated and scored for
erythema at 24 and 48 hours after the application.

Following challenge, 7/20 previously exposed guinea pigs showed very slight (score of 0.5)
erythema at 24 hours; all scored zero at 48 hours. 4/10 controls showed very slight (score of
0.5) erythema at 24 hours; ali scored zero at 48 hours.

The report includes results from a positive control study (PSL Study #12371) which was
conducted with technical (85%) alpha-Hexyicinnamaidehyde and completed on August 15,
2002. The results (3/10 previously exposed, 0/5 naive control guinea pigs showing a positive
response at challenge) were appropriate. The study dates for the tesling with Cyphenothrin-
JGR Squeeze-On for Dogs were from March 13 to Aprilt 11, 2003. While slightly outside the 6-
month period indicated in the Guidelines, it is conciuded 1he overall siudy findings are
acceptable.
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[Cyphenothrin 40%; Pyriproxyfen 2%}
EPA Fite Symbol 2517-IN: SERGEANT'S CYPHENOTHRIN -+ IGR SQUEEZE-ON FOR DOGS

in this study there were no indications that Cyphenothrin-IGR Squeeze-On for Dogs, a
clear light yellow liquid with a specific gravity of 1.061 g/mL containing 39.87%
Cyphtienothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen) is a dermal sensitizer.

This study is classified as acceptable. It does satisfy the guideline requirement for a dermat
sensitization study (OPPTS 870.2600; OECD 406, 428) in the Guinea pig.

COMPLIANCE: Signed and dated GLP Compliance (p. 3), Quality Assurance {p. 25), and [Noj
Data Confidentiality (p. 2) statements were provided.

I. PROCEDURE

A. Induction - Each of 20 male Hartley albino guinea pigs was treated once a week for 3
consecutive weeks to a 6-hour exposure to 0.4 mL undiluted Cyphenothrin-IGR Squeeze-On for
Dogs.

B. Challenge - Twenty-seven days after the first induction exposure 0.4 mi of a 75% wiw
mixture of the test materat in mineral oil was applied to a naive site on the right side of each
guinea pig at a previously unexposed site. These sites were evaluated and scored for
erythema at 24 and 48 hours after the challenge application.

C. Naive Controls - At the time the 20 previously induced guinea pigs were challenged, 10
previously unexposed {negative control) guinea pigs were similarly challenged,

l. RESULTS and DISCUSSION:
A. Reactions and duration - Following challenge, 7/20 previously exposed guinea pigs

showed very slight {(score of 0.5) erythema at 24 hours; all scored zero at 48 hours. 4/10
controls showed very slight (score of (.5) erythema at 24 hours; all scored zero at 48 hours.

B. Positive control - The report includes resulls from a positive control study (PSL Study
#12371) which was conducted with technical (85%) alpha-Hexylcinnamaldehyde and completed
on August 15, 2002. The results (3/10 previously exposed, 0/5 naive control guinea pigs
showing a positive response at challenge) were appropriate. The study dates for the testing
with Cyphenothrin-IGR Squeeze-On for Dogs were from March 13 to April 11, 2003. While
slightly outside the 8-month period indicated in the Guidelines, it is concluded the overall study
findings are acceptable.

C. Reviewer's Conclusions: Based on the results of this study Cyphenothrin-IGR Squeeze-
On for Dogs, a clear light yellow liquid with a specific gravity of 1.061 g/ml. containing
39.87% Cyphenothrin, 3.00% Methoprene and 2.00% Nylar (Pyriproxyfen) is not a dermal
sensitizer,

D. Deficiencles - The final date for the cited positive control study is approximately 7 months
before the initiation of this study. However, TRB ¢an accept the results of this study.
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EPA Primary Reviewer: Byron T. Backus, Ph.D. Signature:

Technical Review Branch, Registration Division {7505C) Date
EPA Secondary Reviewer: William Dykstra, Ph.D, Signature:
Health Effects Division (7508C) Date

DATA EVALUATION RECORD

STUDY TYPE: Companion Animal Safety - Dogs OPPTS 870.7200

PC CODES: 129013 (Cyphenothrin}, 129032 DP_BARCQDE: D3053%48
RISK MANAGER: (EPA}. 13 BECISION NO.:338118

PRODUCT AND TEST MATERIAL: Cyphenothrin-IGR Spot-on for Dogs. [EPA File Symbol
2517-IN); a liquid labeled "Gokilaht Spot-On w/IGR's (2824) 40.00% RS-Gokilaht; 3.00% S-
Methoprene; 2.00% Nylar.” According to a certificate of analysis {p. 47 of MRID 46166108) the
formulation contained 39.87% Gokilaht, 3.00% S-Methoprene and 2.00% Nylar. Packaged in
unidose ampules containing 1.5 mL product.

CITATION: Kuhn, J. (2003) Companion Animal Safety Study in Dogs: Cyphenothrin-IGR Spot-
on for Dogs. Final Report. Project Number 7650/03. Unpublished study prepared by
Stillmeadow, Inc. and Miller, Thomas A. 63 p. Study.Completion Date: 20 October 2003. MRID
46166108.

SPONSOR: Sergeant’s Pet Care Products, Inc. Omaha, NE 68130-1703.

EXECUTIVE SUMMARY: In a companion animal safety study (MRID 46166108}, groups of 12
dogs (from 5 to 9 males in each group) with each group including three 12-week old puppies
weighing 4.1-6.1 kg, 2 or 3 dogs weighing 6.8-15 kg, 3 or 4 dogs weighing 15.1-29.5 kg, and 3
weighing >29.5 kg) were dosed with: 1) the amount of vehicle contained in a single dose (Group
[, controls); 2} at 1X the label use directions {except for puppies, which were dosed at 1.5X) in
Group II, and 3) at 5X the label use directions (except for puppies, which were dosed at 7.5X) in
Group !lI. Group !l dogs were treated five times with one hour between each treatment.

The test material was supplied in unidose 1.5 mL ampules. However, the report states that the
mean volume delivered from one of these ampules was 1.17 mL. One dose for puppies
consisted of material from a single 1.5 mL ampuie (the proposed label states that dogs weighing
less than 15 Ibs [= 6.8 kg] are to be treated with 1.0 mL), for dogs weighing 15-33 Ibs {6.8-15 kg)
it was 1.5 mL, for dogs weighing 15.1-29.5 kg it was the contents of two 1.5 mL ampules {the
proposed label says two 1.5 mL or one 3.0 mL ampule), and for dogs weighing >29.5 kg it was
three 1.5 mL ampules (the proposed label says three 1.5 ml. or one 4.5 mL ampules). The
control materal was supplied in bulk and placebo controls were treated with this formulation
(without actives} at the rate of 55.13% of the active product dose volumes.

Administration was according to the proposed label directions and involved application of the test
stbstance (or control vehicle) to the skin in a line along the spine starting at the back of the
neck. Label directions specify application of the product as a spot-on or stripe treatment
between the shoulder blades to dogs weighing up to 15 kgs. For dogs weighing between 15 and
29.5 kg application would be as a spot-on or stripe treatment at two sites on the back, one
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between the shoulder blade and one directly in front of the base of the tail. For >29.5 kg the
contents of one 1.5 mL ampule would be applied to the back as a spot-on or stripe between the
shoulder, and the contents of the other two 1.5 mi ampules would be applied as a stripe on the
back in front of the base of the tail.

Each dog in Groups I and il was observed at 1, 2, 3 and 4 hours following treatment on Day 0.
Group it dogs were also observed "between the hourly dosings” (1, 2, 3, 4, 5, 6, 7 and 8 hours
after the first treatment). All dogs were then observed twice (a.m. and p.m.) on Days 1-15.

individual body weights were determined on Days -7, -3, 7 and 14. Individual food consumption
was determined on a daily basis from Day -7 through Day 15 by measuring the amount of food
given to each dog in the morning and subtracting the amount left at the end of the day. Blood
samples were taken on Days -7 and 1 following overnight fasts.

Possible systemic effects related to exposure to the test material included ocular discharge and
salivation. In the immediate period following treatment, ocular discharge was observed in one
Group I dog (a puppy) at 4 hours post-dose, and in 4 Group Il dogs (including all three
puppies). Salivation (mostly very slight, but in some cases moderate) was observed in five
Group 11l dogs (including 1/3 puppies), and was observed {very slight) in one adult 32.2 kg dog
at 1 hour postdose (so at this time this dog had presumably been treated with only 1 or 2
applications of test material). Salivation was seen in another Group Il adult starting at 3 hours,
and in two additional Group Il adults starting at 4 hours. During the subsequent 15-day
observation period, ocular discharge was frequently observed (including continuously from day
10 to 15) in one control puppy, in none of the Group Il (1X) dogs, and in one Group IIi puppy
{days 1-2) and one Group Il adult (days 1-8, then again on Days 13-15); both of these Group |11
animals had also shown ocular discharge in the period immediately following the first treatment.
- SBalivation was observed in one Group Il adult male at the AM observation on Day 1 (this dog
had also showed salivation during the 8-hour period following the first treatment). One Group il
male puppy showed a lesion {or lesions) on both sides of the shoulder {presumably at or near
the application site} from Day 5 through 15, and was observed to scratch this area frequently.

Group [l adults showed a mean weight loss between days -3 and +7. The incidences of adult
dogs showing weight losses between days -3 and +7 were: Group §: 3/9; Group II: 4/9: Group [li:
6/9. Itis concluded then that for adult dogs exposure to a 5X dosage of test material was
associated with a slight mean weight decrease in the period from Day -3 toDay 7.

While Group | puppies showed a greater mean weight gain in the period from Day -3 to +7 than
Groups ll and [ll, their mean weight gain/day in the subsequent period from Day 7 to 14 (0.053
kg/day} was comparable to the mean weight gains from Day -3 to +7 for Groups I (0.033
kg/day) and Il (0.047 kg/day). Group [l puppies also showed a greater mean weight gain in the
period from Day -3 to 7 than did Group i puppies. There is no indication then that exposure to
the test material affected body weight gain in puppies.

Puppies in Groups Il and [l showed lower mean food consumption vatues on Days 0 and 1
relative to their controls.l This has to be considered as treatment-related. A similar effect in the
adults was not evident.

No effects were noted on hematological or clinical chemistry parameters.

While the Guidelines for this type of study state that the targeted adequate margin of safety is
5X, it is also stated that: "Consideration will be given to products with less than a 5X margin of
safety, depending on the severity of clinical signs of toxicity (e.g. transient, non-life-threatening
signs).” The test material was not tested at 3X and effects were noted at 5X. However, the
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effects noted at 5X, including ocular discharge (also noted in one puppy dosed at what was
essentially 1.5X) and salivation were minimal (most occurrences of both ocular discharge and
salivation were described as "very slight.”) and reasonably transient. It is noteworthy that no
systemic neurological signs (such as tremors or ataxia) were observed, and the salivation may
have been due to ingestion of small amounts of test material from licking or biting the application
area. In addition, the performing [aboratory has demonstrated in the past extremely meticulous
reporting of observational data in companion animal safety studies, and it is quite likely that
these observations would not have been reported from some of the other laboratories which
conduct this type of study.

For local dermal effects, one puppy treated at what was essentially a 7.5X dose level showed
subsequent shoulder lesions and was noted to scratch this area frequently. Dermal exposure to
pyrethroids can cause a burning and/or itching sensation at the application site, and this has to
be considered an effect (unless the registrant can provide additional information demonstrating
otherwise). However, this was an jsolated case, and the three adult dogs treated with 3 unit
doses/application with a total of 5 applications (for a total of fifteen 1.5-mL ampules in all) did not
show a similar response.,

However, one area of concern is that the 1.5 mL ampules (the only size tested in this study)
delivered only an average of only 1.17 mL of test material, and the registrant is proposing
packaging this product in 3.0 and 4.5 mL (as well as 1.0 and 1.5 mL) tubes. This is acceptable
only if the 3.0 mL tubes deliver no more than 2.34 (2 x 1.17) mL and the 4.5 mL tubes deliver no
more than 3.51 (3 x 1.17) mL.

This study is classified as Acceptabie as a companion animal safety study (OPPTS 870.7200)
for puppies (12 weeks and older} and adult dogs. It is concluded that there is an adequate
margin of safety (at least 5X) between the exposure associated with the proposed use
level for this formulation in dogs and that at which significant adverse systemic effects
{not seen in this study, but which might include ear twitching, muscle tremors, drooling)
may occur. For dermal effects an effect was observed in one puppy in Group [lI {treated at
essentially a 7.5X dose level}, but in none of the other dogs (including the puppies in Group 1),
indicating a reasonably low potential for this effect in dogs treated at the proposed use level.

COMPLIANCE: Signed and dated Quality Assurance (p. 4}, {No] Data Confidentiality {p. 2), and
Good Laboratory Practice Compliance (p. 3) Statements were present,

. MATERIALS
A MATERIALS

1. Test material: Cyphenothrin-IGR Spot-on for Dogs, with a label declaration for active

ingredients of RS-Gokilaht [=Cyphenothrin] (40.00%) , S-Methoprene
{3.00%), and Nylar (2.00%). According to a ceriificate of analysis on
p. 47 of MRID 46166108 the respective analytical values were 38.87%,
3.00% and 2.00%. Packaged in unit dose ampules containing 1.5 mL.

Description: A liquid; '

Lot No.: #1683B

Storage: Room Temperature

2. Administration.  Topical (spot-on)

3. Vehicle control:  X-5698-03 (Placebo Control}; From Study 0310: Lot #03390A0100.
liguid which was stored at room temperature.
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4, Test animals

Species: Dog

Breed: From p. 9 of MRID 46166108: "Beagles and other breeds..."

Ages and weights at study initiation: “Animals were at teast 3 months old at dosing.
There were 3 animals from each group in each of the following weight ranges:
<15, 15-33, 34-85 and >65 pounds (<6.8, 6.8-15, 15.1-29.5 and >29.5 kg). All
dogs less than 15 pounds were pups that were 12 weeks old at dosing.” [Note by
reviewer: The alkaline phosphatase measurments from Dog 2854F (controls),
3085M {Group 11} and 2156M (Group 111) were relatively high - refer to pp. 32-34 -
suggesting these were fairly young dogs too].

Sources: Butler Farms (Clyde, NY)}, Martin Creek Kennels (Wiliford, AR), Ridglan
Farms (Mt. Horeb, W!) and STILLMEADOW, Inc.

Housing: Individualiy in kennels measuring 3' x 5.5".

Diet: PMI Canine High Density Diet 5L18.

Water: Tap water, ad /ibitum

Environmental conditions:

Temperature: 22° + 3°C

Humidity: 30 - 70%

Air changes: 10 - 12/hr

Photoperiod: 12 hr dark/12 hr light
Acclimation period: 2 weeks

II. 8TUDY DESIGN

A. INLIFE DATES

From the report cover: study initiation date: 13 August 2003; study completion date: 20
October 2003.

B. ANIMAL ASSIGNMENT/ DOSAGE AND ADMINISTRATION

There were a total of 12 dogs per dosage group. Group 1 (1X vehicle; note: observation
schedule on p. 16 of MRID 46166108 is the same for Groups 1 and 2, consistent with a
single application of placebo on dogs in Group 1) consisted of 9 males and 3 females;
Group |l {(1X) consisted of 5 males and 7 females, and Group ili (5X) consisted of 8
males and 4 females. Assignment was on the basis of weight. From p. 10 of MRID
46166108: "Animals selected for testing were randomly assigned to three groups... Since
there were three dose sizes (based on animal body weight) to be used in each treatment
group, three dogs of each weight range were included in each group. The weight ranges
were <15, 15-33, 34-65 and >65 pounds (<6.8, 6.8-15, 15.1-29.5 and >29.5 kg). The
dogs <15 pounds were 3-month old puppies.”

From p. 10 of MRID 46166108: "The test substance and placebo were applied to the skin
in & line along the spine starting at the back of the neck. The test substance was
supplied in unit dose plastic tubes, each containing 1.5 mL and were administered to
each animal according to its body weight. The placebo control substance was provided in
bulk. On Day 0, a label dose (1X) of the test substance was administered to each Group
Il animal according to body weight. Group lll animals received the test substance at five
times the label dose (5X) administered as single doses once every hour for 5 hours. The
single dose volumes were: dogs <15 pounds, 1.5 mL (one unit dose); dogs 13 [1567]-33
pounds, 1.5 mL (one unit dose); dogs 34-65 pounds, 3 mL (two unit doses); and dogs
>65 pounds, 4.5 mL (three unit doses). Group | was treated with the placebo control
material in a volume equivalent to that of the normal iabel dose of the test substance iess
the volume of that dose that was occupied by the active ingredients [or approximately
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55% of a normal 1Xdose volume]..."

TABLE 1. Study design I’
sl —
NumbpeJ:pfi:: gs o Cumutative Doseldog
: Number of
Group & Weight Range (kg) Male Female | Total/Dog Mean Mean Dosage | applications
mblikg Cyphenothrin
d
—————— . (mgﬁ‘_g)
I {control) <6.8° 3 0 0.83 mL® 0.18% 0 1
6.8-15 1 1 0.83 mL" 0.08° 0
15.1-28.5 2 2 1.65 mL* 0.08° 0]
| >28.5 3 0 2.48 mL® 0.07° 0
|V SRS -1 RS SRS S ORI BURL-SuL- LW RS SRS SR
I (1X) <6.8° 1 2 1.17 mL® 0.28° 1127 (121) 1
8.8-15 1 2 1.17 mL*® 0.09° 36° [30)°
15.1-28.5 1 2 2.34mL" 0.12° 48°[52)°
>29.5 2 . 3.51 mL® 0.11°¢ 42¢ [45]°
I (5X) <6.6" 1 2 5.85mL® 1.26° 503° [543]° 5
6.8-15 0 2 5.85 mL® 0.51° 207° [224]°
15.1-29.5 3 1 1.7 mL® 0.64° 255° (275}
>29.5 3 0 17.55 mL® 0.50¢ 199° 2168
Data calculated from information on p, 14-15 in MRID 46156108.
® Puppies
® Placebo

* Tesl material {wilh actives); amount delivered based on 1.17 mlL/application.

9 Based on a specific gravily for the test material of 1.00 g/mL (consistent with the calculations for dosage as reported
on pp. 14-15 of MRID 46166108) and based on 1.17 ml deliveredfiube.

¢ Based on a specific gravity of 1.08 g/mL

Nole: According to the CSF the specific gravity of the proposed product is aboul 1.08; assuming the product contains
40% Cyphenothrin then 1.5 mL would be 1,62 g and would contain 648 mg of Cyphenothrin. The calculations of
dosage of Cyphenothrin in the report {see p. 14-15 of MRID 46166108) appear to be based on a specific gravity for
the proposed produci of about 1.00. Example: Dog 3067 F weighing 4.2 kg received one 1.5 mL dose of the product
and this is reported as a dosage of 142 mg/kg Cyphenothrin. 142 mgikg x 4.2 kg = 5§96.4 mg; dividing this by 0.3987
{the analytical percentage) gives 1496 mg (= 1.496 g) total product applied. However, in Appendix G {see p. 52 of
MRID 46166108) il is stated thal the unit dose containers did not deliver the entire target dose of 1.5 mL, as there was
a mean delivered volume of 1,17 mL. A statement in Apperdix G (*...5X dose rates ranged from 494 10 630 mg/kg for
the smallest subjects.") is consistent wilh delivery of 1.17 ml/dose and a specific gravity of about 1,08 g/mL.

C. DOSE SELECTION RATIONALE

According to the proposed label this product will be packaged in unidose 1.0, 1.5, 3.0
and 4.5 mL applicator tubes. These correspond to single treatments for dogs weighing
15 Ibs and under, 15-33 Ibs, 33-66 |bs and >66 |bs. However, in this study, Group 2 {1X)
dogs (puppies) weighing less than 15 Ibs received 1.5 mL (instead of 1.0 mL.), while
Group 3 (5X) dogs (puppies) weighing less than 15 Ibs received 5 x 1.5 mL. = 7.5 mL
{(instead ¢f 5 x 1.0 mL = 5.0 mL)~
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D. EXPERIMENTAL DESIGN

From p. 10 of MRID 46166108: “Each animal was observed at 1, 2, 3 and 4 hours

following dosing on Day 0 and then twice daily [AM and PM] for the duration of the study.

Group il animals were also observed between the hourly dosings. Each animal was
examined for signs of any pharmacologic and/or toxicologic effects. Only abnormalities
were recorded.”

Individual dogs were weighed on Days -7, -3, 7 and 14.

individual food consumption was measured daily by measuring the amount of food given
to each dog in the morning and subtracting the amount of food left at the end of the day.

Baseline blood samples were collected from each dog on Day -7 by jugular venipuncture
following an overnight fast. Blood samples were also similarly collected on Day 1.

E. PATHOLOGICAL PARAMETERS
Blood samples were collected on Study Days -7, and 1 by jugular venipuncture following
an overnight fast. The CHECKED (X} parameters were examined:
a. Hematology
X X
X § Hematocrit {(HCT)* X 1 Leukocyte differential count*
X ¥ Hemoglobin {HGB)Y* X Mean corpuscular HGB (MCH)*
X { Levkocyte count {(WBC)* X Mean corpusc. HGB cone.(MCHC)*
X | Erythrocyte count (RBC)* X Mean corpuse. volume (MCV)y*
X | Platelet count Reticulocyte count
Blood clotting measurements
(Thromboplastin time)
(Clotting time)
X (Prothrombin time {PTH)*
X (Activated partial shromboplastin time JAPTT}*
Erythrocyte morphology -
*Recommended in OPPTS 870.7200 Guidelines.
b. Clinical chemistry

X ELECTROLYTES X OTHER

X Calcium* X Albumin {Alb)*

X § Chloride* X ¥ Blood creatinine (Crea)*
Magnesium X { Blood urea nitrogen (BUN)*

X { Phosphorus* Total Cholesterol

X Potassium* X { Globulin (Glob)*

X { Sodium* X { Glucose (Gluc)y*

X 1 Total and direct bilirubin (T Bil & D Bil)*
ENZYMES X Total serum prolein (TP)*

X ¥ Alkaline phosphatase(ALPor ALK)* Triglycerides
Cholinesterase{ChE} Serum protein clectrophoresis
Creatine kinasc X 1 Albumin/Globulin (A/G} ratio
Lactic acid dehydrogenase(LDH)

X f Serum alanine aminotransferase (ALT or SGPT)*

X § Serum aspartate aminofransferasc(AST or SGOT)*

Gamma glutamyl transferase(GGT)
Ampylase
Glutamate dehydrogenase

*necommended in OPPTS 870.7200 Guidelings.
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F. STATISTICS

The statistical report is found in Appendix G. It consists of a 6-page document (pages 48-
53 of MRID 46166108). From p. 51 of MRID 46166108 "The data generated by the test
facility...were statistically analyzed by Student’s "t” test, assuming equal variances, using
the statistical program in Microsoft Excel, version 97-SR-1... Since cyphenothrin is
potentially the most toxic component of the product (pyriproxyfen and methoprene are
known to be virtually mammalian-inert} cyphenothrin dosage was the focus. To ensure
that some of the test subjects were treated at or above the target maximum dose rate of
100 mg of cyphenothrin per kg body weight, the 12-week-old Beagle pups were treated
with the next higher unit dose volume. Although weighing between 8 and 11 ib at
treatment, for which the proposed label dose rate is one dose of 1 mL, these pups
received one 1.5 mL unit dose. To validate the dosage delivered to the principals, the
expelled contents of six 1.5 mL unit dose containers were each weighed...” [Note: the
report text then refers to Table 1.1, which is not present in the report]. From p. 52 of the
report: "The dose validation data (Table 1.1) indicated that the unit dose containers, if
filled at the target dose volume of 1.5 mL, were not capable of delivering the entire target
volume {(mean volume delivered was 1.17 mL).

G. DISPOSITION OF ANIMALS

Not stated. According to the OPPTS 870.7200 Guidelines: “Routine sacrifice or
- necropsy is not required for surviving animals.”

H. COMPLIANCE

Signed and dated Quality Assurance [p. 4], [No] Data Confidentiality [p. 2], and Good
l.aboratory Practice (GLP) Compliance [p. 3} Statements were present.

i, RESULTS
A. EXPOSURE LEVELS

The dose per 1.17 mL application (based on a product specific gravity of 1.08 g/mL) is
1.264 ¢g. Since the test material contained (by analysis) 39.87% Cyphenothrin, 3.00% S-
Methoprene and 2.00% Nylar, each 1.17 mL dose then contained 0.504 g (=504 mg}
Cyphenothrin, 0.038 g (=38 mg) S-Methoprene and 0.025 g (=25 mg) Nylar. For Group
Il {(1X) mean cumulative Cyphenothrin dosages were: puppies (<6.6 kg): 121 mg/kg;
dogs 6.8-15 kg: 39 mg/kg; dogs 15.1-29.5 kg: 52 mg/kg; and dogs >29.5 kg: 45 mgrkg.
For Group 11l {(5X)} dosages were: puppies (<6.6 kg): 543 mg/kg; dogs 6.8-15 kg: 224
mg/kg; dogs 15.1-29.5 kg: 255 mg/kg; and dogs >29.5 kg: 215 mg/kg. Refer to Table 1
of this DER. B, MORTALITY

There was no mortality, with all dogs surviving the 14-day chservation period.
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C. CLINICAL SIGNS

in the observation period immediately following treatment, no clinical signs of systemic
toxicity were observed in Group | {controls). In Group H (1X) arimal 3074 (a male pup
weighing 4.1 kg) showed very slight ocular discharge from both eyes at 4 hours post-
dose. In Group Hl (8X) four dogs (including all 3 puppies) showed very sfight to ‘
moderate ocular discharge from one or both eyes in the period from one hour to 8 hours
post-dosing. [n addition, five dogs (including one puppy) showed very slight to moderate
salivation during this period (in two dogs it was classified as very slight). Very slight
salivation occurred in one animal at 1 hour (i.e., presumably following a single dosage of
test material), and in two others it was first noted at 3 hours (after 3 application
treatments)

Slight to moderate green ocular discharge (both eyes) was observed in one control
puppy in the period from Day 1 to Day 6, and then again in this puppy from Day 10 to
Day 15. No ocutar discharge was observed in Group [l in the period from Day 1 to Day
15. One Group [ puppy showed clear ocular discharge from the left eye on Days 1 and
2, while an adult dog showed clear ocular discharge from the left eye from Day 1 through
Day 6, then again from Day 13 through Day 15.

TABLE 2. Adverse Effects Observed in Dogs Treated with Cyphenothrin-IGR Spot-on
In the Period Immediately Following Treatment?
Group | Group |l Group Itt
Parameter (Control) (X (5X)
Ocular discharge - one 0[0] 111/48] 4[12/98]
or both eyes in the
immediate post-dosing
period
Salivation 0[0] 0[0] 5[18/86]
Soft stool 0[0] 0 2[2/986]
Spiked greasy harr at 0[0] 2[2/48] 0I0]
application site in the
immediate post-dosing
period

Data taken from Table 2 {p. 18) of MRID 46166108.

From p. 11 of MRID 46166108: "Five of the Group Il [1X] animals exhibited greasy spiked
fur and/or white deposits at the dose site through Day 3. The only other observation
noted in this group was moderate white foamy vomit in one dog on Day 8. In Group il
greasy and/or spiked fur andfor white deposits were seen through Day 1 in two dogs,
through Day 3 in three dogs, through Day 6 in three dogs and [from Day 5] through Day
15 in one dog. Other observations included slight clear ocular discharge through Day 2
and shoulder lesions through Day 15 in one animal (the dog was observed to scratch the
irritated area frequently), and slight to moderate diarrhea on Days 3 and 4 in another
animal. Another dog had very slight to moderate clear ocular discharge through study
termination with slight to moderate redness around the eye on Days 3-6. One dog
exhibited slight salivation on Day 1 and moderate diarrhea on Day 14, and another had a
tesion on the back on Days 7-15.”
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The Group Ill dog with the |lesions on the shoulder {from p. 18: "both sides”) from Day 5
through 15 was 3070M (a male puppy), treated with five 1.5 mL applications, while the
Group Ii dog with the lesion on the back (Days 7-15) was 2853F (a female adult) also
treated with five 1.5 mL applications.

. BODY WEIGHT AND WEIGHT GAIN

From p. 12 of MRID 46166108: “The average weight gainfs] for Groups I, Il and Il were
1.1, 1.0 and 0.6 kilograms, respectively. There were no significant differences among
groups, and no dose related responses.”

The values in Table 3 are calculated from individual body weight data (p. 14-15 of MRID
46166108):

TABLE 3, Mean Body Weights for Dogs by Group

Mean Wt Mean Wt
kg* S.D. change change Day
Group Day -3to7 -3 to 14
b Day -7 l Day -3 Day 7 Day 14 kg + 5.D. .0,
t {Controls) puppies| 4.63+0.50 507+093 6.13+1.01 650+1.10 1.07 £0.15 143 +0.31
| (Corirols) adults | 21.87 £+9.93 | 22.34 +10.26}122.86+10.9012331+11.15}f 0.51+0.87 !
It (1X} puppies 480+1.14 417 £0.08 450010 497 £0.31 0.33+0.15
gii {1X) aduits 21641961 | 21.90+£916 [22.53+10.290|2291+10.29) 0.41+1.36
Iit (56X} puppies 467 £0.71 4.63 £ 0.57 510070 5631050 0.47 £0.15 } 1.00+£0.1¢C
H(5X) adults  §22.18 +10.00]22.38+10.35{22.18 + 1040 §22.86+10.68 ] -0.20+0.32 H 0.48 £ 0.58 "

Values calcutated from data on p. 14 and 15 of MRID 45186108.

The possibility exists that there was a switch of puppies {(or their bodyweights) as pup
3073M (assigned to controls) weighed 4.1 kg on day -7 but 6.1 kg on day -3, while pup
3074M (assigned to Group I or 1X) weighed 6.1 kg on day -7 but 4.1 kg on day -3.
However, because this switch would have cccurred before the dogs were treated, there
would have been no impact on the study results.

The only group in which adults showed a mean weight loss between days -3 and +7 was
Group Ill. The incidences of adult dogs showing weight losses between days -3 and +7
were the following: Group |: 3/9; Group [I: 4/9: Group [lI: 6/9. [tis concluded then that for
adult dogs exposure to a 5X dosage of test material was associated with a slight mean
weight decrease in the period from Day -3 to Day 7.

While Group | puppies showed a greater mean weight gain in the period from Day -3 to
+7 than Groups [l and [Il, their mean weight gain/day in the subsequent period from Day
7 to 14 (0.053 kg/day) was comparable to the mean weight gains from Day -3 to +7 for
Groups |1 (0.033 kg/day) and [l {0.047 kg/day). Group |l puppies also showed a greater
mean weight gain in the period from Day -3 to 7 than did Group Il puppies. There is no
indication then that exposure to the test material affected body weight gain in puppies.
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| TABLE 4. Mean Body Wel

ght Gains for Puppies

Day -3 to +7 Day -3 Mean Pup Wt Gain | Mean Pup Wt. Gain
kg/Day kgiDay
Day -3 to +7 Day 7 to 14
I {Controls) puppies 1.07:0.15 0.37 £0.15 0.107 0.053
Il (1X) puppies 033+015 0.47 +0.21 0.033 0.067
It {5X) puppies 0.47 +0.15 0.53 £0.25 0.047 0.076 "

Values calcutated from data on p. 14 and 15 of MRID 46166108.

E.

FOOD CONSUMPTION

Puppies in Groups il and 1ll showed tower mean food consumption vatues on Days 0 and
1 relative to their controls. This has to be considered as treatment-related. A simitar
effect in the aduits was not evident.

S s |

TABLE 5. Mean Diet £ S.D. (g) Consumed by Dog/Group by Day
Group

Daz -1 % Day 0 [ Dag 1 Day 2 Day 3 Day 4 Day §

I (Contols) puppies 227 + 40 267 14 263 £17 279 227 315+ 27 282 £ 41 275%0
[ {Controls) adults | 431129 | 475+ 131 | 525+ 110 | 496+ 138 | 504 + 166 | 313173 § 496 + 148
I {(1X) puppies 19317 12213 8917 23945 | 2001%81 165 £ 11 209115
Il (1X) adults 384218 | 387202 | 339248 | 410+207 { 435+216 | 3104177 | 418+192

[T {(5X) puppies 234+ 27 85%0 98 £ 82 201 £ 69 178 £ 51 167 £ 98 1910
(I (X} adults 445+ 141 | 497122 | 3791207 | 452+ 175 | 4351159 | 3221236 | 437 £122

Values calculated from data on p. 26-28 of MRID 46166108.

F.

HEMATOLOGY

From p. 12 of MRID 46166108: “The hematology values were within normat limnits
except for platelet counts, prothrombin time and/or activated partial thromboplastin time.
These values were significantly elevated in all groups, including the placebo group, and
therefore were not dose related.”

There were no indications of any treatment related effects on hematology parameters.
Alkaline phosphatase activity was elevated for puppies in ail groups (and was usuaily
above the reference range of 10-150 [U/L), but this is normal for puppies.

CLINICAL CHEMISTRY

There were no indications of any treatment related effects on clinical chemistry
parameters. As indicated on p. 12 of MRID 46166108 clinical chemistry resuits "were
within normal timits in males and females and the few significant differences among male
or female means in any group or between group means did not appear to be related to
treatment with the test substance.”
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H. NECROPSY FINDINGS

As there were no mortalities, there were no necropsy findings.

V. DISCUSSION

Possible effects related to exposure to the test material included ocular discharge (seen
in both eyes of one puppy in Group |1 at 4-hours post-dosing; classified as very slight;
seen in 3 puppies and one adult in Group lll in the period from one hour to eight hours
following the first dose. In all 3 puppies ocular discharge, when it occurred during this
period, was described as very slight. In the adult there was progression to a red,
irritated, watery left eye at 8 hours following the first dosage. In addition, very slight to
moderate salivation was noted in five dogs (including two puppies)} of Group 11l in the one
to eight hours following treatment. Salivation was seen in one adult #3080, a 32.2-kg
male receiving three 1.5-mL doses at each application} at the one hour observation (i.e.,
presumably one hour after the first treatment), and very slight salivation was seen in this
one dog at 3 and 4 hours [following the first dosage], and then moderate salivation was
seen at 8 hours. However, no effects ['No Observable Abnomalities™] were then seen in
this dog for the remainder of the 14-day observation period.

Adult dogs dosed at the 5X level tended to show a slight mean weight loss in the week
following treatment, although there was no indication of an effect on food consumption.

There was no indication of an effect on body weight in puppies at the 1X and 5X dose
levels [actually 1.5X and 7.5X dose levels|, although their mean food consumption levels
for days O and 1 were noticeably lower than concurrent values of their controls as well as
their own pre-exposure food consumption.

While the Guidelines for this type of study state that the targeted adequate margin of
safety is 5X, it is also stated that: "Consideration will be given to products with less than a
5X margin of safety, depending on the severity of clinical signs of toxicity (e.g. transient,
non-life-threatening signs).” The test material was not tested at 3X and effects were
noted at 5X. However, the effects noted at 5X, including ocular discharge {also noted in
one puppy dosed at what was essentially 1.5X) and safivation were minimal (most
occurrences of both ocular discharge and salivation were described as “very slight.”) and
reasonably transient. It is noteworthy that no systemic neurological signs (such as
tremors or ataxia) were observed, and the salivation may have been due to ingestion of
small amounts of test material from licking or biting the application area. In addition, the
performing laboratory has demonstrated in the past extremely meticulous reporting of
observational data in companion animal safety studies, and it is quite likely that these
observations would not have been reported from some of the other [aboratories which
conduct this type of study.

For local dermal effects, one Group 1l puppy {treated at what was essentially a 7.5X
dose level) showed subsequent shoulder lesions (from day 5 through 15) and was noted
to scratch this area frequently. Dermal exposure to pyrethroids can cause a hurning
and/or itching sensation at the application site, and this has to be considered an effect
{unless the registrant can provide additional information demonstrating otherwise).
However, this was an isolated case, and the three adult dogs treated with 3 unit
doses/application with a total of 5 applications (for a total of fiffieen 1.5-mL ampules in all)
did not show a similar response.

However, one area of concern is that the 1.5 mL ampules (the only size tested in this
study) delivered only an average of only 1.17 mL of test material, and the registrant is
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proposing packaging this preduct in 3.0 and 4.5 mL. (as well as 1.0 and 1-.5 mL) tubes.
This is acceptable only if the 3.0 mL tubes deliver no more than 2.34 (2 x 1.17) mL and
the 4.5 mL tubes deliver no more than 3.51 (3 x 1.17) mL.

This study is classified as Acceptable as a companion animal safety study (OPPTS
870.7200} for puppies (12 weeks and older) and adult dogs. It is concluded then that
there is an adequate margin of safety (at least §X) between the exposure
associated with the proposed use level for this formulation in dogs and the dose at
which significant adverse systemic toxicological effects (not seen in this study,
but which might include ear twitching, muscle tremors, drooling) may occur. For
dermal effects an effect was observed in one puppy in Group [ {treated at essentially a
7.5X dose level}, but in none of the other dogs in this study {including the puppies in
Group 1), indicating a reasonably low potential for this effect in dogs treated at the
proposed use level.

STUDY DEFICIENCIES: The test material was not tested at 3X and effects were noted
at 5X. However, the effects noted at 5X, including ocuiar discharge (also noted in one
puppy dosed at what was essentially 1.5X} and salivation were minimal {(most
occurrences of both ocular discharge and salivation were described as “very slight.”).
fn addition, the performing laboratory has demonstrated in the past extremely good
reporling of observational data, and it is quite possible that what was reported in this
study would not have been reported from some of the other laboratories which conduct
this type of study.
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{Cyphenothrin 40%:; Pyriproxyfen 2%

EPA File Symbol) 2517-tN: SERGEANT'S CYPHENQTHRIN + IGR SQUEEZE-ON FOR DOGS

ACUTE TOX ONE-LINERS

1. DP BARCODE: D305948

2. PC CODES: 128013 Cyphenothrin, 129032 Pyriproxyfen, 105401 Methoprene

3. CURRENT DATE: November 23, 2004

4. TEST MATERIAL: Cyphenothrin-IGR Squeeze-On for Dogs, a clear light yellow liquid with a
specific gravity of 1.061 g/mL containing 39.87% Cyphenothrin, 3.00% Methoprene and 2.00%

Nylar (Pyriproxyfen)
Study/Species/Lab Tox. Core
Study #/Date i REsuRs Cat. | Grade
s -
Acute oral toxicity/rat/Product 46166103 LD4,>2000 mg/kg. Up and down 1 A
Safety Labs (New Jersey)YProject method defaulfing to acute tox class
No. 13320/20-MAY-2003 method. 2/6 Sprague-Dawley derived
female rats died within 24 hrs after
dosage at 2000 mg/kg; two rats which
survived showed reduced fecal volume,
ventral staining and hypoactivity, with
recovery by day 4. All survivors gained
weight in the period from day 0 to 7 and
again from day 7 fo 14. Posirmortem
necropsy of rats which died showed
discoloration of the lungs and intestines
and fluid-filled stomachs. Findings from
rats which survived to terminal sacrifice
were unremarkable.
Acute dermal toxicity/rat/ Product | 46166104 LDy, > 2000 ma/kg. M & 5F Sprague- | Il A
Safefy Labs (New Jersey)/Project Dawley derived albino rats were
No. 13321/20-MAY-2003 dermally exposed to 2000 mg/kg for 24
hrs; no raortality, no signs of systemic
toxicity. Three males had some dermal
irritation with clearing by Day 2. All rats
gained wt from day 0 to 7 and from day
7 to 14. No gross abnormalities were
cbserved af post-sacrifice necropsy.
Primary eye iritation/rabbit/ 46166105 No corneal opacity. 3/3 rabbit eyes 1 A
Product Safety Labs (New were positive (grade 2) for conjunctival
Jersey)/Project No. 13322/20- irritation at 1 and 24 hrs. All eyes clear
MAY-2003 (all scores zero) by 72 hrs.
Prirnary dermal irritation/rabbit/ 46166106 No edema (all scores for edema = Q). v A
Product Safety Labs (New All 3 sites scored 1 for erythemma at 1 hr
Jersey)/Project No. 13323/20- and 2 at 24, 48 and 72 hrs. One site
MAY-2003 scored 2 for erythema on day 7 while
the other two scored 1. All scores zero
1 on dat 10. The Pl (average of scores
at1,24,48& 72 hrs}=1.75
Dermal sensitization (Buehler 48166107 No indication that test material is a Not a A
methodYguinea pig/Product dermal sensitizer. sensifiz
Safety Labs (New Jersey er
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[Cyphenothriﬁ 46%; Pyriproxyfen 2%}
EPA Fite Symbot 25t7-tN: SERGEANT’S CYPHENQTHRIN + IGR SQUEEZE-ON FOR DOGS

Companion animal/adult dog & 48166108 Three groups of dogs, each containing | N/A

12-wk old puppies/ Stillmeadow 9 aduits & three 12-week old puppies:
TXiProject No, 7650/03/20-0CT- Group | {control) was treated with the
2003 amount of vehicle at 1X; Group |l was

treated at 1X (dogs 6.8-15 kg: contents
from one 1.5 mL ampule; 15.1-28.5 kg:
contents of two 1.5 mL ampules; >29.5
kg: contents of three 1.5 mL ampules.
Puppies (<6.8 kg) were treated with
contents of one 1.5 mbL ampule (1.5X).
Group 1t adults were treated at 5X
(with treatments at 1-hr intervais) and
Group Il pups were treated at 7.5X
labet dose. Administration was as a
spot-on and/or stripe treatment on the
back. Possible systemic effects noted
following administration were ocutar
discharge in one Group il puppy at 4
nrs post-dose and in 4 Group |
animals {inciuding afl 3 puppies).
Salivation was aigo noted in 5 Group il
dogs in the period (1-8 hrs) foltowing
first administration of test material,
Puppies (but not adults) showed of
Groups 1l and I} also showed tower
mean food consumption on days 0 and
1. One Group it puppy showed
shoutder fesions (presumably in the
area where test material was apptied)
from day 5 to the end of the study and
was noted to scratch this area

't frequently. No effects on cfinical
chemistry or hematology parameters.
One concern is that 1.5 mlL ampules
delivered only 1.17 mL test materiat;
registrant is proposing packaging this
product in 3.0 & 4.5 mL tubes. This is
acceptable only if the 3.0 mL tubes
defiver no more than 2.34 (2x1.17)mL
and the 4,5 mL tubes deliver no more
than 3.51 (3x1.17ymL.

Core Grade Key: A sAccepiable, $ = Supplementary, U = Unacceptable, V = Self Validated
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Brazos Associates, Inc.®

1806 Auburn Drive @ Carrollton, Texas 75007-1451
Phone: 972-939-8390 @ Facsimile: 972-939-8370
E-mail: marla@brazosassociates.com

June 16, 2004

Document Processing Desk (REGFEE)
Office of Pesticide Programs

UU.S. Environmental Protection Agency
Room 266A, Crystal Mall #2

1801 South Bell Street

Arlington, VA 22202

Attn: Mr. George T. LaRocca
Product Manager Team 13

Dear Mr. LaRocca:

RE: Sergeant’s Cyphenothrin Squeeze-On For Dogs
' EPA Company Number: 2517 mi

This submission for a new registration is being made on behalf of our client, Sergeant’s
Pet Care Products, Inc, (“Sergeant’s™). With this submission, we are utilizing the “Selective
Method” of data support and are relying on data developed by Sergeant’s as well as data from the
McLaughlin Gormley King Company (“MGK Company™).

The sbove referenced proposed product registration contains the active ingredient,
Cyphenothrin at 40% a.i. Cyphenothrin is not currently registered for direct application to dogs.
However, Cyphenothrin is approved under the General Use-Patterns, “Indoors - Pets”, as a
fogger, and spray for treatment of pet bedding, pet sleeping quarters, and pet living quarters for
control of fleas, ticks, flies and mosquitoes. Such pet treatment uses can be found on approved
labeling for the following registrations: EPA Reg. No’s 1021-1681, 1021-1684, 1021-168S,
1021-1686, 1021-1765 and 4822-393.

As Cyphenothrin 1s currently approved under the General Use Patten of “Indoors - Pets”
for treatments made via foggers or spray, we do not believe the use of Cyphenothrin directly on
pets (“dogs”) would not be meet the definition of a new use as defined in 40 CFR Part 152.3.
For this reason we believe the appropriate Fee Category is R31 for the Fee Amount of $4,000.

_453038-00
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Mr., George T. LaRocca
June 16, 2004
Page 2

Included with this request for 2 new end-use pesticide registration please find the
following:

1 EPA Application for Pesticide Registration {EPA Form 8570-1)

2 Transmittal Document/Bibliography of Submitted Data

3 Letter of Consultant Authorization from Sergeant’s Pet Care Products, Inc.

4 Letter of Data Support from MGK Company

5. EPA Formulator’s Exemption Statement {EPA Form 8570-27)

6. EPA Confidential Statement of Formula {EPA Form 8570-4)

7 Certification of Certified Limits of Ingredients

8 EPA Certification with Respect to Citation of Data (EPA Form 8570-34)

9 EPA Data Matrix (Agency & Public File Copies)(EPA Form 8570-35)

10.  Five(5) Copies of Proposed Product Labeling

Three (3} Copies each of the following Data/Studies:

11.  Product Properties Data Entitled: “Product Properties Data (Groups “A"”) on Sergeant's
Cypenothrin Squeeze-On for Dogs®. OPPTS Test Guidelines: 830.1550, 830.1600,
830.1620, 830.1650, 830.1670, 830.1750 and 830.1800.

12.  Product Properties Data Entitled: “Product Chemistry of Gokilaht Spot-On F-2829".
OPPTS Test Guidelines: 61-1 to 61-3, 62-1 to 62-3 and 63-2 to 63-21.

13, Acute Inhalation Study Data Waiver Request Entitled: “Sergeant’s Cyphenothrin
Squeeze-On for Dogs Waiver Request from the Requirement to Conduct Acute Inhalation
Data - 870.1300°., OPPTS Test Guideline: 870.1300.

We trust you will find everything in order with this submission. Should you have any
questions or need additional information please do not hesitate to contact us.

Sincerely,

ML L

Marla K. Jackson
Agent for Sergeant’s Pet Care Products, Inc.

cc:  Mr. Lamry Nouvel - Nouve] & Associates, Inc.
Ms. Caryn Stichler - Sergeant’s Pet Care Products, Inc.
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Submitter:

TRANSMITTAL DOCUMENT
BIBLIOGRAPHY OF SUBMITTED DATA

Sergeant’s Pet Care Products, Inc.
2637 South 158" Plaza, Ste. 100
Omaha, NE 68130-1703

Product Name: Sergeant’s Cypenothrin Squeeze-On for Dogs

“Application for New Product Registration”

EPA Company Number: 2517

Transmittal Date:  June 16, 2004

Volume

Data Description MRID Number

1of3

2of3

3o0f3

46303801

Jackson, M. K. (2004). “Product Properties Data
(Group “A") on Sergeant's Cyphenothrin Squeeze-
On for Dogs”. OPPTS Test Guidelines 830.1550, 830.1600,
830.1620, 830.1650, 830.1670, 830.1750 & 830.1800.
Unpublished Study by Brazos Associates, Inc.;

1806 Auburn Drive; Carrollton, TX 75007-1451. 6 pages
and 6 pages.

46303802
Besser, B. D. (2003). “Product Chemistry of Gokilaht

Spot-On F-2829”. Guideline Numbers 61-1 to 61-3,

62-1 to 62-3, 63-2 to 63-21. Unpublished Study by
McLaughlin Gormley King Company; 8810 Tenth Avenue
North; Minneapolis, MN 55427. 8 pages.

Jackson, M. A. (2004). “Sergeant’s Cyphenothvin 'Aa M.
Squeeze-On For Dogs Waiver Request from the
Requirement to Conduct an Acute Inhalation Study-
870.1300", Unpublished Study (Request) by Brazos
Associates, Inc.; 1806 Auburn Drive; Carrollton, TX

75007-1451. 6 pages.
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UNITED STATES ENVIRONMENTAL PROTECT AGENCY

WASHINGTON, D.C. 20460

June 29, 2004
OFFICE OF
PREVENTION, PESTICIDES AND
TONIC SUBSTANCES

SERGEANT'S PET CARE PRODUCTS, INC.
D/B/A SERGEANT'S PET PRODUCTS

1479 WEST POND ROAD

EGAN, MN 55122-

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your submittal of 29-JUN-04, Qur staff has completed a preliminary
analysis of the material. The results are provided as follows:

Your subnmttal was found to be in full compliance with the standards for submission of
data contained in PR Notice 86-5. A copy of your bibliography is enclosed, annotated with
Master Record ID's (MRIDs) assigned to each document submitted. Please use these numbers in
all future references to these documents. Thank you for your cooperation. If you have any
questions concerning this data submission, please raise them with the cognizant Product Manager,
to whom the data have been released.
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Brazos . Enc,‘@

1806 Auburn Drive ® Carroliton, Texas 75007-1451
Phone: 972-939-8390 ¢ Facsimile: 972-939-8370
E-mail: marla@brazosassociates.com

June 16, 2004

Document Processing Desk (REGFEE)
- Office of Pesticide Programs

U.S. Environmental Protection Agency

Room 266A, Crystal Mall #2

1801 South Bell Street

Arlington, VA 22202

. Attn: Mr. George T. LaRocca
Product Manager Team 13

Dear Mr. LaRocca:

RE: Sergeant’s Cyphenothrin Squeeze-On For Dogs
EPA Company Number: 2517

This submission for a new registration is being made on behalf of our client, Sergeant’s
Pet Care Products, Inc. (“Sergeant’s™). With this submission, we are utilizing the “Selective
Method” of data supporl and are relying on data developed by Sergeant’s as well as data from the
McLaughlin Gormiey King Company (“MGK Company”).

The zbove referenced proposed product registration contains the active ingredient,
Cyphenothrin at 40% a.i. Cyphenothrin is not currently registered for direct application to dogs.
However, Cyphenothrin is approved under the General Use-Pattems, “Indoors - Pets”, as a
fogger, and spray for treatment of pet bedding, pet sleeping guarters, and pet living quarters for
control of fleas, ticks, flies and mosquitoes. Such pet treatment uses can be found on approved
labeling for the following registrations: EPA Reg. No’s 1021-1681, 1021-1684, 1021-1685,
1021-1686, 1021-1765 and 4822-393.

As Cyphenothrin is currently approved under the General Use Pattern of “Indoors - Pets”
for treatments made via foggers or spray, we do not believe the use of Cyphenothrin directly on
pets (“dogs”) would not be meet the definition of a new use as defined in 40 CFR Part 152.3.
For this reason we believe the appropriate Fee Category is R31 for the Fee Amount of $4,000.

463038-00
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Mr. George T. LaRocca
June 16, 2004
Page 2

Included with this request for a new end-use pesticide registration please find the
following:

EPA Application for Pesticide Registration (EPA Form 8570-1)

Transmittal Document/Bibliography of Submitted Data

Letter of Consultant Authorization from Sergeant’s Pet Care Products, Inc.

Letter of Data Support from MGK Company

EPA Formulator’s Exemption Statement (EPA Form 8570-27)

EPA Confidential Statement of Formula (EPA Form 8570-4)

Certification of Certified Limits of Ingredients

EPA Certification with Respect to Citation of Data (EPA Form 8570-34)

9. EPA Data Matrix {Agency & Public File Copies)(EPA Form 8570-35)

10.  Five (5) Copies of Proposed Product Labeling

Three (3) Copies each of the following Data/Studies:

11.  Product Properties Data Entitled: “Product Properties Data (Groups “A") on Sergeant’s
Cypenothrin Squeeze-On for Dogs™. OPPTS Test Guidelines: 830.1550, 830.1600,
830.1620, 830.1650, 830.1670, 830.1750 and 830.1800.

12.  Product Properties Data Entitled: "“Product Chemistry of Gokilaht Spot-On F-2829",
OPPTS Test Guidelines: 61-1 to 61-3, 62-1 to 62-3 and 63-2 to 63-21.

13.  Acute Inhalation Study Data Waiver Request Entitled: “Sergeant’s Cyphenothrin

Squeeze-On for Dogs Waiver Request from the Requirement to Conduct Acute Inhalation

Data - 870.1300". OPPTS Test Guideline: §70.1300.

XN B WD -

We trust you will find everything in order with this submission. Should you have any
questions or need additional information please do not hesitate to contact us.

Sincerely,

M0 b/

Maria K. Jackson
Agent for Sergeant’s Pet Care Products, Inc.

¢cc:  Mr. Larry Nouvel - Nouvel & Associates, Inc,
Ms. Caryn Stichler - Sergeant’s Pet Care Products, Inc.
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Submitter:

TRANSMITTAL DOCUMENT
BIBLIOGRAPHY OF SUBMITTED DATA

Sergeant’s Pet Care Products, Inc.
2637 South 158" Plaza, Ste. 100
Omaha, NE 68130-1703

Product Name: Sergeant’s Cypenothrin Squeeze-On for Dogs

“Application for New Product Registration”

EPA Company Number: 2517

Transmittal Date:  June 16, 2004

Volume

Data Description MRID Number

1 of3

20f3

3of3

Jackson, M. K. (2004). “Product Properties Data 46303801

(Group “A”) on Sergeant’s Cyphenothrin Squeeze-

On for Dogs”. OPPTS Test Guidelines 830.1550, 830.1600,
830.1620, 830.1650, 830.1670, 830.1750 & 830.1800.
Unpublished Study by Brazos Associates, Inc.;

1806 Auburn Drive; Carrollton, TX 75007-1451. 6 pages
and 6 pages.

_ 46303802
Besser, B. D. (2003). “Product Chemistry of Gokilaht

Spot-On F-2829". Guideline Numbers 61-1 to 61-3, .
62-1 to 62-3, 63-2 10 63-21. Unpublished Study by

McLaughlin Gormley King Company; 8810 Tentl Avenue

North; Minneapolis, MN 55427. 8 pages.

Jackson, M. A. (2004). “Sergeant’s Cyphenothrin N A4,
Squeeze-On For Dogs Waiver Request from the

Requirement to Conduci an Acute Inhalation Study-

870.1300". Unpublished Study {(Request) by Brazos

Associates, Inc.; 1806 Aubum Drive; Carrollton, TX

75007-1451. 6 pages.
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E¥ponent’

July 19, 2005

George LaRocca

Product Manager 13

Registration Division

U.S. Environmental Protection Agency
Office of Pesticide Programs
Document Processing Desk

1801 South Bell Street

Room 266 A, Crystal Mali 2

Arlington, VA 22202

Subject:  Meeting Minutes
Project No. WD00758.000

Dear Mr. LaRocca:

Exponent

t710 Rhode Island Ave., NW
Suite 1190

Washingron, BT 200636

telephone 202-77z-ayve
fuesimile 202-772-4979
wWww.exponent.comn

On behailf of our client Sergeant’s Pet Care Products, Iie. (2637 South 158% Plaza, Suite 100,
Omaha, Nebraska 68130-1703, EPA Company Number 2517), Exponent is submitting meeting

minutes from our July 13, 2005 meeting with the Agency.

If you have any questiosis, please contact me at {202) 772-4932.
Sincerely,

JAmes Messina
‘Authorized Representative of
Sergeant’s Pet Care Products, Inc.

Enclosures (1)

cc: Bob Scharf, Sergeant’s
Larry Nouvel, Nouvel & Associates
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“Exponent

Exponent“ :Sn‘o [lha;lc Isiand Ave., NW
\‘;:;:;i:l;;an‘ DC 30036
. tejephone 203-772-4900
Sergeant’s/EPA Meeting Minutes 2:‘\;‘::“ 2027744979
July 13, 2005 e
10:00 A M.
Attendees:
Name Oreanization Phone Number
Linda DelLuise EPA/RD 703-305-5428
Byron T, Backus TRB/RD 703-305-1968
Margarita Collantes QPP/HED 703-305-7085
Larry Nouvel Nouvel Inc./Sergeant’s 469-233-2854
Mark Suarez EPA/RD/IB 703-305-0120
Bob Scharf Sergeant’s 402-938-7000
Jim Messina Exponent 202-772-4932
Carrie Daniels Exponent 202-772-4916
Thomas A. Miller VRRC 360-582-0985
George LaRocca EPA/RD/IB 703-670-8050

The meeting was opened with introductions and a sign-in sheet was passed around. Bob

Scharf gave a general overview of Sergeant’s Pet Care and the importance of the pending
spot-on producis to their business. He further explained the need to obtain registrations
as soon as possible, so they can compete in the fall 2005 retail-planning season for Spring
2006 sales, Mr. Scharf also explained that Sergeant’s is developing the active ingredient
cyphenothrin with the idea of replacing their existing permethrin based product line. The
purpose of this is based on the fact that permethrin’s risk cup is overflowing and it is
anticipated that uses will be affected mn the near future.

Cyphesothrin Shampoo Products for Dogs

The first products discussed in detail were the cyphenothrin shampoo products, which
Sergeant’s is developing. A major question in the product development is what efficacy
data is needed to support label claimis. The Agency stated that efficacy data and claims
must be more than a few hours, specifically more like 1-2 weeks. Sergeant’s confirmed
that they are seeing residual efficacy of 1-2 weeks and that they are continuing to develop
data. Another related question was, on what criteria should they base the mosquito
efficacy data? Typically in the past, the Agency wanted to see repellency (or no
landings) of mosquitoes. Today the industry, including Sergeant’s, is moving towards
lack of blood meals in feinale mosquitoes to confirm that dogs are not being bitten. This
is due in part to new product formulations, which are less volatile than previous
repellants. Older repellents released more vapor that was effective in preventing
landings. New tormulations are less volatile and work by preventing feeding. The
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Agency agreed that repellency is still used for human products but they will consider lack
of blood meals for dogs {pets). The Agency recommended that Sergeant’s submit a
protocol, preliminary data, and a label for review, Mr. Suarez will review it and discuss
it with the Registration Division (RD) and respond to Sergeant’s. We asked what the
typical review timeframe is for a protocol and the Agency stated that it takes a few weeks

to complete.

The efficacy discussion lead to the recently received data evaluation record (DER) for the
cyphenothrin companion animal safety study. Dr. Backus discussed the toxicological
effects that were observed in one study and the fact that these effects were not observed
in any other study. He stated that this must be addressed. Sergeant’s stated that some of
the effects are not fully explainable. There is one study that effects were observed in;
however, there are several other efficacy studies at the same dose level or higher that
were submitted to EPA and that did not demonstrate any of these effects. It was agreed
that Sergeant’s will submit a written response to EPA for review, which will include a
discussion of the available data, effects observed by dose level, dose level confirmation,
and other supporting information (inchiding rcferences to the studies on file with EPA).

Cyphenothrin Spot-On for Dogs (2517-IN and 2517-1L)

The next issue discussed was the two pending applications under 2517-IN and 2517-IL.
The Health Effects Division (FED) is currently working on its risk assessment and plans
to coinplete it in the next few nontlis. Sergeant’s asked if there was a more definitive
time estimate for completion, as they need to have registrations early this fall to be able
to compete in the 2006 use scason. This 15 based on the fact that many retailers start
planning their spring inventories during tle fall. The EPA stated that they would
complete the review and register the products before the end of 2005. They stated that it
is possible that they might be registered earlier but that they could not commit to any

specific date.
Cyphenothrin + Methoprene Squecze-On for Dogs

The next product discussed was our recent submission (June 2005) of the Cyphenothrin +
Methoprene Squecze-On for Dogs (2517-ON). Sergeant’s explained that this application
was submitted as a new end-use product with a 6-month review timeframe; however, the
Agency reclassified it to an 18-montli review timeframe based on the two pending spot-
on applications. We explained that the only new data associated with this submission are
product cheinistry data and we have cited previously subniitted data for the other
requirements. We further explained that the previously submitted data was generated on
a combination product that contained cyphenonthrin, pyriproxyfen, and methoprene, so
that it would support the registration of the various formulations. We then discussed the
options we have available. The first option is to withdraw the pending application and
resubmit it once the Agency approves the two pending applications. We will then fit into
a 6-month review schedule. The second option is to leave the application in EPA with
the idea that the Agency will review the product chemistry data in a timely manner and
register the product soon after it registers thie two pending applications. The Agency
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agreed that the second option is probably the better of the two. Ms. Collantes (HED)
requested that we send a copy of the product label so that they can inelude it in the risk
assessment they are conducting. It was agreed that a label will be submitted via email
and we confirmed that the application rate and uses are identical to what HED is already

assessing.
Sergeant’s Equine Spot-On (2517-84)

‘The next product discussed was the recently registered Sergeant’s Equine Spot-On (2517-
85). Sergeant’s thanked EPA for the registration but stated that the product is not
niarketable with the limited claims the Agency approved. Sergeant’s explained that there
are not any clear guidance or protocols available to conduct equine efficacy data. They
stated that the data subsmitted to EPA in support of this registration compared their
product against an EPA registered positive control. In all cases, Sergeant’s products
performed equally or better than the EPA registered positive control. Sergeant’s further
explained that the EPA registered positive control makes claims that Sergeant’s had to
remove from its label. 1t was agreed that Scrgeant’s would submit a written response to
EPA explaining the comparison data in more detail and requesting that EPA allow
additional label claims comparable to those on the currently registered product. It was
also agreed that Sergeant’s plans to conduct additional efficacy to expand the label
claims. It was agreed that this additional data could be generated within an appropriate
timeframe (estimated at 18 months) in order to allow testing during the typical use
season. Sergeant’s agreed to submit a protocol to EPA for the additional work, so that
the Agency can review and comment on it. The Ageucy agreed to review this
information and respond to Sergeant’s

Competitive Product

The last topic of discussion related to a competitor of Sergeant’s. It has come to
Sergeant’s attention that a competitor is withdrawing one of its cat spot-on products due
to toxicity issues. It is understood that the phase-out on this product is underway.
Sergeant’s has learned that this competitor inay be actively marketing an unregistered
replacement pesticide product and that their competitor is announcing to the trade that it
has an agreement in place with EPA to review the replacement product in a 45-90 day
timeframe. Sergeant’s wanted to know if this is true and if there is anything that can be
done about the active marketing of an unregistered pesticide product. The Agency stated
that they could not discuss the specifics but that there is an agreement with one of
Sergeant’s competitors. No additionat information was discussed.

Sergeant’s thanked EPA for taking the time to meet with them and then the meeting was
adjourned.
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S e UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

z i) WASHINGTON, D.C. 20460
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May 20, 2005
OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

OPP Decision Nunther: D-345654

EPA Fite Symbot or Registration Number: 2517-IL

Product Name: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS
EPA Receipt Date: 29-Jun-2004

EPA Company Number: 2517

Company Name: SERGEANT'S PET CARE PRODUCTS, INC.

STEVEN E. ROGOSHESKE

SERGEANT'S PET CARE PRODUCTS, INC.

D/B/A SERGEANT'S PET PRODUCTS

1479 W POND RD

EAGAN, MN 55122-

SUBJECT: Receipt of Registration Service Fee Voluntary Payment Notice
Dear Registrant:

The Office of Pesticide Programs has received your Notice of Intent to Submit Voluntary
Payment for the action described below,

The Action has been re-classified as Action Code: R26.4

NEW USE;NON-FOOD;INDOOR;

Payment in the amount of $4,000 has been received. No additional payment is due

for this action.
If you have any questions, please contact the Pesticide Registration Service Fee Ombudsman
at (703) 305-6249.

Sincerely,

Lois Rossi, Director
Registration Division
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*Product ingredient source information may be entitled to confidential treatment*

g’nfla To John Jamuia/DC/USEPA/US@EPA
05/19/05 04:08 PM
bee
Subject S;e(:jg EPA File Symbol 2517-1U, IN, iL - Change PRIA

Hi John,

The managers decided that no additional money would be required for these actions. Therefore
please reduce the fee 10 $4000.00 so that the time can start.

B B  ~n nev bill can be sent that saying that no additional fee is required.

Thanks

o Linda Arrington
Registration Division
703 305 6249
703 305 6920 (fax)
John Jamula/DC/USEPA/US

John
Jamula/DC/USEPA/US To Linda Arrington/DC/USEPA/US@EPA

05/18/2005 09:01 AM e

Re: Fw: EPA File Symboi 2517-iU, iN, IL - Change PRIA

Subi
ubject codef%j

Linda,

2517-IN and 2517-IL have been changed. 2517-1U has not been changed, and is due today.

Revised bills have not been sent..... Let me know when to send them.... Also, for the next
several weeks, | will be reviewing contract proposals, During that time, please send revised billing
requests to Bob.  JJ.

Linda Arrington/DC/USEPA/US

Linda
Arrington/DC/USEPA/US To John Jamuia/DC/USEPA/US@EPA

Q5/18/05 07:36 AM ce

Subject Fw: EPA File Symbol 2517-1U, IN, IL - Change PRIA code

J4,

Per George's note, please change 2517-IN and 2715.1L to R26. Please do not send a new bill yet,
we need to make the category change today because the action is due today under the wrong
code.
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*Product ingredient source information may be entitled to confidential treatment*®

Thanks.

Linda Arrington

Registration Division

703 305 6249

703 305 6920 (fax)

----- Forwarded by Linda Arrington/DC/USEPA/US on 05/18/2006 07:28 AM -.-..

George
LaRocca/DC/USEPA/US To Linda Arrington/DC/USEPA/US@EPA

05/12/2005 03:35 PM cc

Subject Fw: EFA File Symbol 2517-1U, IN, IL - Change PRIA code

o Linda - { spoke with Jirn Messina and he has agreed to the change in PRIA code to R-26 for
2517-IN and IL. Keep 2517-1U the same since it is not affected by the residential risk asesment.
Thanks.

George LaRocca, PM 13

Insecticides Branch

Registration Division

Office of Pesticides Programs, US EPA
703-305-6100
larocca.george@epa.gov

Visit: htip://www.epa.gov/pesticides/

----- Forwarded by George LaRocca/DC/USEPA/US on 85/12/2005 03:28 £M ----

Geoyge
o LaRocca/DC/USEPA/US To Linda Arrington/DC/USEPA/US
05/12/2005 08:21 AM cc Marion Johnson/DC/USEPA/US@EPA

Subject EPA File Symbol 251714, IN, IL - Change PRIA code

Hi Linda - | just received confirmation from HED that the subject end use products are considered
new uses, non-food indoor actions under R-26 rather than R-31. This is consistent with the action
code assigned to the

. Can you have these
{ will call Jim Messina if

codes changed to R-26 and determine it additional monies are needed!
you like. Thanks.
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*Product ingredient source information may be entitled to confidential treatment*

DATE OUT: 03/FEB/2005

FEE: PRODUCT CHEMISTRY REVIEW OF: Manufacturing-Use [ ] End-Use Product [X]

DP BARCODE:D305951 EPA RECEIVED DATE:27/JUL/2004 F ILE SYMBOL/REG:2517-11.
PRODUCT: Sergeant’s Cyphenothrin Squeeze-On For Dogs MRIDs #463038-01 & -02 ACTION R31
COMPANY : Sergeant’s Pet Care Products. Inc. NON-FOOD USES [X] DECISION NO.: 345654
PPC NUMBER OF THE TGAI IN THE PRODUCT: 129013

FROM:  Sami Malak, Chemist 27 2 (/2,5

Technical Review Branch/RD (7305C) <;: v D2 03O
TO; 13 George LaRocca/linda Del.uise |

Insecticide Branch/RD (7505C)
INTRODUCTION:

In a letter dated 16/JUN/2004, Brazos Associates, Inc. an agent for the applicant requested

registration of subject product. In support of this action, the applicant included product chemistry

’ data, a proposed labe] EPA received on 20/JUN/2004, a proposed basic CSF dated 16/JUN/2004,
Formulator’s Exemption, Certificate with respect to Citation of Data, and data Matrix..

FINDINGS:

la.  The subject product was produced by a non-integrated formulation system, meaning that
the active ingredient in the product is registered. The product contains 40% Cyphenothrin,
Reg. No. [N

1b.  The subject product, an insecticide, is intended for insect control infesting dogs and
puppies older than 12 weeks.

2a.  The applicant slould be advised to submit product chemistry data requirements pertaining
to the storage stability (GRN 830.6317) and corrosion characteristics (GRN 830.6320)
identified in this memorandum as data gaps.

2b.  Exceptfor the data gaps in Finding 2(a) above, the submitted/referenced product chemistry
0 data is adequaie and support registration of subject product.

3. Adequate analytica] method is available for enforcement. The method was previously
submitted and reviewed in connection with registration of the technical sources,
Cyphenothrin, Reg. No.

4, The label claim nominal concentrations of 40% Cyphenothrin is consistent with that in the
submitted basic CSF dated 16/JUN/2004, both are in compliance with the regulations of PR
Notice 91-2. Further, the storage and disposal statement and the physical or chemical
hazards statement are in compliance with the regulations of 40CFR§156.78.

5. The proposed basic CSF dated 16/JUN/2004, was filled out correctly in compliance with
the regulations of PR Notice 91-2. Further, the upper and lower certified limits are within
the standard limits of 40CFR§158.175(b}(2). All ingredients claimed in the CSF are
cleared for use in pesticide formulations intended for non-food uses.

CONCLUSIONS: After resolving Findings 2(a) above, the TRB will have no objections for
registration of subject product.
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*Product ingredient source information may be entitled to confidential treatment*

2
REVIEW OF PRODUCT CHEMISTRY DATA:

I. A statement of data confidentiality dated 16/ JUN/2004 was included with this submission
claiming confidentiality of some of the submitted data on the basis of its falling within the
scope of FIFRA§10(d)(1)(A), (B), or (C). Review of CBI data has been removed to
Confidential Appendix A.

2. A GLP statement dated 23/JUN/2004 was included with this submission to the effect that
some of the submitted studies were conducted in compliance with the GLP requirements
of 40CFR§160.

DATA SUBMITTED

Group A, Series 830-Product Identity, Composition, and Analysis (40 CFR 155, 160, 162,
167, 175 & 180)

830-1550 Product Identity and Composition

This product contains one registered technical grade of an active ingredient plus cleared inert
ingredients intended for non-food uses (refer to product’s basic CSF dated 16/JUN/2004).

830-1600 Description of Materials Used to Produce the Product:
Refer to Confidential appendix A.

830-1650 Description of Formulation Process:
Refer to Confidential appendix A.

830-1670 Discussion of Formation of Impurities:
Refer to Confidential appendix A.

830-1700 Preliminary Analysis:
Refer to Confidential appendix A.

830-1750 Certified Limits:
Refer to Confidential appendix A.

830-1800 Enforcement Analytical Method:

Adequate analytical method is available for enforcement. The method was previously submitted
and reviewed 1n connection with registration of the technical sources, Cyphenothrin, Reg. No.
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Identity, Compgosition, Formulation, and Analysis, Subgroup A, Series 830.1558 to

830.1800 {40 CWFR 158.155 to I.Si;l.il

l Guideline Ref NO(GRN 830./Tit] | Data Fulfilled |E[EIDN |
.1550 Product identity and compesition Y 463038-01
1600 Description of materials used to produce the product Y 463038-01
1650 Description of formulation process Y 463038-01
.1670 Discussion of formation of impurities Y 463038-01
1700 Preliminary analysis Y 463038-01 1[
1750 Certified limits Y 463038-01 h
1800 Enforcement analytical method Y 463038-01 ||

Physical and Chemical Properties, Subgroup B, Series

158.190)
Guideline Reference NO(GRN Data Value or Qualitative Description § MRID No.
830.)/Title Fulfilled
! .6302 Color Y Clear golden yellow. 463038-02
6303 Physical state Y Liguid. 463038-02
6304 QOdor Y Sharp sweet smell, slightly 463038-02
irritating.
.6314 QOxidation/seduction: NA Does not contain an oxidising or
Chemical incompatibility reducing agents.
6315 Flammability/flame Y > 200°F. 463038-02
extension
.0316 Explodability NA Not considered to be explosive, i
i 6317 Storage stability G
6319 Miscibility Y Completely miscible in aromatics, | 463038-02
' petroleum distillates and alcohols.
Immiscible in water.
.6320 Corrosion G
characteristics
6321 Dielectric breakdown NA It is not recommended for use
{|_voltage around electrical equipment.
.7000 pH NA Insoluble in water.
7100 Viscosity Y 94.5 cps @ 23°C. 463038-02
7300 Density/relative Y 1.076 @ 20°C. 463038-02
density/bulk density
3 “—h“——w—“”"———mwuu-_—“w
Explanations: Y =The requirements were fulfilied; N = The cequirenients not fidfilled; N/A = Not npplicable; G = Dala gap; U= Requires
uperadiug; { = Incontpicle or in progress; W = Waived.
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*Manufacturing process information may be entitled to confidential treatment*

4

Confidential Appendix A
830-1600 Description of Materials Used to Produce the Product:

One registered technical grade of an active ingredient plus cleared inert ingredients intended for
non-food uses (refer to product's basic CSF dated 12/0CT/2004).

830-1650 Description of Formulation Process:

830-1670 Discussion of Formation of Impurities:

The applicant reported no impurities >0.1% by weight were known to be formed during
formuiation and storage of the product. There was no chemical reaction in the process.

830-1700 Preliminary Analysis:

The submitted results of preliminary analysis agree with the label claim nominal concentrations
of the active ingredients in the product.

830-1750 Certified Limits:

The applicant reported the same certified limits as those in product’s CSF, a basic formulation
dated 16/JUN/2004.

cc:S. Malak and Central File {(Reg. No. 2517-11).
7565C: RD:TRB:CM-2:Rn1.268:5, m.03/FER/2005:703-308-9365: < 2517-[L>.
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[MASTER CARTON/PACK LABEL - FRONT PANEL]

Sergeant’s Cyphenothrin

Squeeze-On For Dogs N
* DO NOT USE ON CATS [Box/Icon with Cat Image and Cross-Qit] |
[+ Pleasant Fresh Scent [or][Fragrance]] ENE *
[+ Flea & Tick Control for Dogs & Puppies 12 weeks old and older]"*" e
[« 77 {?7-dependent on applicator size and quantity in market package - *e-
“e.g.3, 6 or 12 Months”}Supply][ For Dogs Weighing Up To 7? Lbs.] :

[+ Three Way Protection [Kills fleas, ticks, and mosquitoes]] [for up to 42 dayj

[per application]

[*Three Way Protection to [Kills fleas, ticks, and mosquitoes]]

[*3 Way Protection! Kills ticks, & mosquitoes]

[+ Extended Protection ] [[42-Day] [6 Week] [Flea ,Tick &Mosqmto

Treatment)

[* 42-Day Flea and Tick Control]

[* For Dogs & Puppies (Over 12 Weeks of Age) Less than 15 1bs.]

{* For Dogs & Puppies (Over 12 Weeks of Age) 15 to 33 Ibs.]

[* For Dogs & Puppies (Over 12 Weeks of Age) 33 to 66 lbs.]

[+ For Dogs & Puppies (Over 12 Weeks of Age)} 66 lbs and Qver]

{» Three Applications {for cartons with 3 applicators}.] and/or [4-1/2 Month
Supply] or [18 Week Supply]

[« For Dogs [less than 15 1bs.] or [15 Ibs. to 33 1bs.] or [33 1bs. to 66 1bs.] or [66
Ibs. and QOver]

[+ Best if used year round!]

[+ Kills & Repels Fleas Up to [6 weeks], [42 days!]

[* Kills & Repels New Fleas in less than 1 hour!]

[+ Kills & Repels New Ticks in less than 3 hours!]

[+ Kills & Repels $5% of Fleas and Ticks [and continues to work for up to six

weeks)

[* Kills 99% of Fleas one day after application]

[* Prevents ticks from attaching and feeding within 3 hours after application]

[» 95% efficacy against ticks for up to[6 weeks] [42 days]

[+ Kills and Detaches Ticks]

[+ Kills over 95% of Ticks]

[+ Easy to Use Application]

[* Specially Formulated for Dogs and Puppies)

[+ Patented Technology [combines effectiveness with gentleness!]]

[+ 42 Day Protection!]

[*» Monthly Calendar Stickers Inside!]

[+ Kills Mosquitoes for up to [30 days!] [42 days!]

[+ Kills Mosquitoes (vector of West Nile Virus) for up to [30 days) [42 days!]

83



[* Protects Against Blood Feeding by Mosquitoes (vector of Heartworm) For

up to [30 days!) [42 days!)

[+ Kills & Repels Ticks for Up to [42 days),[6 weeks]!]

[* Kills & Repels Deer Ticks {vector of Lyme Disease) for up to [ 35 days!] [ 42
days!]

[+ Kills & Repels Ticks (Including Deer Ticks) for up to [35 days!] [42 days!]

[+ Kills & Repels Brown Dog Ticks [{Rhipicephalus sanguineus)) for up to

© 42 days!]

[+ Kills & Repels American Dog Ticks [{Dermacentor variabilis)) for up to

42 days!)

[» Apply every [42 days], [6 weeks]!)

[+ 42 Days Flea and Tick Treatment!]

[+ Kills & Repels Fleas and Ticks for up to 42 days!]

[ Kills & Repels Mosquitoes that are vectors of West Nile Virus. ]

[» Waterproof formula.)

[+ Dogs can be bathed 24 hours after squeeze-on is applied]

[+ Continues to work 50% longer than other leading brands)

[+ Longest lasting, quick acting]

f* May contain graphics illustrating product use, e.g., dog with a drop
falling onto its neck from a vial on front, side, or back carton label and/or
applicator labeling.]

[ ]~ Denotes Optional Statements and/or Images that May be Used on Front,
Back or Side Label Panels.

ACTIVE INGREDIENTS:

Cyphenothrin (CAS# 39515-40-7) «..cocoveevvvvvcnnnn.. 40.0%
OTHER INGREDIENTS: ....ooovvvrverrererrvenrenn §0.0%

KEEP OUT OF REACH OF CHILDREN

CAUTION
See [Back){or][Side] Label Panel[s] for Additional Precautionary Statements

NET CONTENTS: [THREE][SIX][TWELVE] 1.0 ml Tubes
[THREE]{SIX]{TWELVE] 1.5 ml Tubes
[THREE]{SIX][TWELVE)] 3.0 ml Tubes
[THREE]{SIX]{TWELVE] 4.5 ml Tubes
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[MASTER CARTON/PACK LABEL - BACK/SIDE PANELS]

Sergeant’s Cyphenothrin
Squeeze-On For Dogs

[DO NOT USE ON CATS] [Box/fcon with Cat Image and Cross-Out]

READ ENTIRE LABEL BEFORE EACH USE.
USE ONLY ON DOGS AND PUPPIES OVER 12 WEEKS OF AGE.
DO NOT USE ON CATS

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS AND DOMESTIC ANIMALS
CAUTION: Harmful if swallowed or absorbed through skin. Causes moderate eye irritation.
Avoid contact with eyes or clothing, Wash thoroughly with soap and water after handling.
FOR EXTERNAL USE ON DOGS ONLY. Do not use on puppies under 12 weeks of age.
Consult a veterinarian before using this product on debilitated, aged, medicated, pregnant, or
nursing dogs. Consult a veterinarian before using on dogs with known organ dysfunction. DO
NOT USE ON CATS or animals other than dogs. Cats that actively groom or engage in close
physical contact with treated dogs may be at risk of serious harmful effects. Sensitivities may
occur after using ANY pesticide product on pets. If signs of sensitivity occur bathe your dog
with a mild soap and rinse with large amounts of water. If signs continue, consult a veterinarian
immediately.

FIRST AID

If in eyes * Hold eye open and rinse slowly and gently with water for 15-20 minutes.
* Remove contact lenses, if present, after the first 5 minutes, then continue
rinsing eye.

+ (all a poison control center or doctor for treatment advice.

If swallowed * Immediately call a poison control center or doctor.

» Do not induce vomiting unless told to do so by the poison control center
or doctor.

* Do not give any liquid to the person.

» Do not give anything by mouth to an unconscious person.

If on skin or » Take off contaminated clothing.
clothing » Rinse skin immediately with plenty of water for 15-20 minutes.

» Call a poison control center or doctor for treatment advice.
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HOTLINE NUMBER
Have the product container or label with you when calling a poison control center or doctor, or
going for treatment. You may also contact 1-800-224-PETS [or][x-xxx-xxx-xxxx] for
emergency medical treatment information.

NOTE TO PHYSICIAN OR VETERINARIAN
Treat patient symptomatically

DIRECTIONS FOR USE
It is a violation of Federal law to use this product in a manner inconsistent with its labeling.
DO NOT USE ON CATS. May be toxic and potentially fatal if applied to or ingested by cats.

How to apply: Remove product tube from package. Holding tube with top end pointing up and
away from face and body, snap or cut off top end. Invert tube over dog and use open end to part
dog’s hair. Squeeze tube firmly to apply all of the solution to the dog’s skin, as directed below.
Repeat application may be made if necessary, but do not apply more often than once every 4
weeks.

For Dogs Weighing 15 1bs. and Under: {For cartons containing 1.0 ml applicator tubes}
Apply one tube (1.0 ml) as a spot or stripe to the dog’s back between the shoulder blades.

For Dogs Weigbing Between 15 and 33 lbs. {For cartons containing 1.5 mi applicator
tubes}
Apply one tube (1.5 ml) as a spot or stripe to the dog’s back between the shoulder blades.

For Dogs Weighing Between 33 and 66 Ibs. {For cartons containing at least two 1.5 mi
applicator tubes, or at least one 3.0 mi applicator tube}

[Apply two tubes (1.5 ml) as a spot or stripe to the dog’s back between the shoulder blades and
apply the second tube as a spot or stripe to the dog’s back directly in front of the base of the tail.}
- or - [Apply one tube (3.0 ml) as a continuous stripe on the dog’s back starting between the
shoulder blades and ending directly in front of the base of the dog’s tail.]

For Dogs Weighing 66 Ibs. and Over: {For cartons containing at least three 1.5 mi
applicator tubes, or at least one 4.5 ml applicator tube}

[Apply the first tube (1.5 ml) as a spot or stripe to the dog’s back between the shoulder blades
and apply the contents of the other two tubes (1.5 ml each) along the dog’s back extending to
directly in front of the base of the tail.] - or - [Apply one tube (4.5 ml) as a continuous stripe on
the dog’s back starting between the shoulder blades and ending directly in from of the base of
the dog’s tail.]
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[MASTER CARTON/PACK LABEL - BACK/SIDE PANELS]

STORAGE AND DISPOSAL
STORAGE: Do not remove tube from the pack until ready to use. Store in a cool (below
25°C) dry place inaccessible to children and pets. Do not refrigerate. Protect from direct
sunlight. _
DISPOSAL: If empty: Do not reuse this container. Place in trash or offer for recycling if
available. If partly filled: Call your local solid waste agency or 1-800-CLEANUP for
disposal instructions. Never place unused product down any indoor or outdoor drain.

[Sergeant’s Cyphenothrin Squeeze-On For Dogs is an effective and easy to use product.)
[Sergeant’s Cyphenothrin Squeeze-On For Dogs has demonstrated that greater than 95%
control of fleas and ticks are killed within one day of application.] {As with all flea and tick
control products, Sergeant’s Cyphenothrin Squeeze-On For Dogs should be used as part of a
program aimed at reducing flea populations in the dog’s environment (bedding, carpets, kennel,
yard).] [Consult your retailer for program recommendations.]

[www.sergeants.com] MADE IN
USA

[Sergeant’s is committed to providing high quality products. If you have questions or comments
about this product, please write: Sergeant’s Consumer Response; P.O. Box 540399; Omaha, NE
68154-0399.1 .

[Satisfaction Guaranteed!] [ Please return for a refund if not completely satisfied!]
[In Case of Emergency, call 1-800-224-PETS.]

[WARRANTY: SERGEANT’S PET CARE PRODUCTS, INC. MAKES NO WARRANTY OF
MERCHANTABILITY, FITNESS FOR ANY PARTICULAR PURPOSE, OR OTHERWISE,
EXPRESSED OR IMPLIED, CONCERNING THIS PRODUCT OR ITS USES WHICH
EXTEND BEYOND THE USE OF THE PRODUCT UNDER NORMAL CONDITIONS IN
ACCORDANCE WITH THE STATEMENTS MADE ON THIS LABEL.]

Made in the USA For:

Sergeant’s Pet Care Products, Inc. [BAR CODE AREA]
Omaha, NE 68130

EPA Reg. No. 2517 -XX

EPA Est. No. XXXXX -XX -XXX
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[TUBE/APPLICATOR LABEL|

FRONT PANEL -

Sergeant’s Cyphenothrin Squeeze-On For Dogs, [Box/Icon with Cat Image and Cross-Out],
[1.0 mi] or [1.5 ml} or [3.0 ml] or [4.5 ml], Active Ingredients: Cyphenothrin 40.0%; Other
Ingredients: 60.0%

BACK PANEL -

READ DIRECTIONS/PRECAUTIONS BEFORE USING.
CAUTION: KEEP OUT OF REACH OF CHILDREN
EPA REG. NO. 2517-XX

Revised 06/16/2004:
S\Main\Sergeant’s Pet Products\Labels\Sergeant’s Cyphenothrin Squeeze-On For Dogs.
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C, 20460

June 30, 2004
OFFICE OF
PREVENTION. PESTICIDES AND

TOXIC SUBSTANCES
PLEASE RETURN A COPY OF THIS LETTER WITH PAYMENT

OPP Decision Number: D-345654

EPA File Symbol or Registration Number: 2517-IL

Product Name: SERGEANT'S CYPHENOTHRIN SQUEEZE-ON FOR DOGS
EPA Receipt Date: 29-Jun-2004

EPA Company Number: 2517

Company Name: SERGEANT'S PET CARE PRODUCTS, INC.

MARLA K. JACKSON

BRAZOS ASSOCIATES, INC

SERGEANT'S PET CARE PRODUCTS, INC.
1806 AUBURN DRIVE

CARROLLTON, TX 75007-1451

SUBJECT: Receipt of Registration Application Subject to Registration Service Fee

Dear Registrant:

The Office of Pesticide Programs has received your application for registration. If you
submitted data with this application, the results of the PRN-86-5 screen will be communicated
separately. During the administrative screen, the Office of Pesticide Programs has determined
that this Action is subject to a Pesticide Registration Service Fee as defined in the Pesticide
Registration Intprovement Act,

The Action has been identified as Action Code: R31

NEW PRODUCT;NON-FAST TRACK (INCLUDES REVIEWS OF PRODUCT
CHEMISTRY;ACUTE TOXICITY;PUBLIC HEALTH PEST EFFICACY);

Please remit payment in the amount of: § 4,000 to:

By USPS:

USEPA Washington Finance Center
Pesticide Registration Service Fee
PO Box 360277

Pittsburgh, PA 15251
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By Couner:

U.5. EPA Washington Finance Center
Pesticide Registration Service Fee
C/0 Mellon Client Service Center
500 Ross Street, Room 670

Box 360277

Pittsburgh, PA 15251-6277

Attn: EPA Module Supervisor
Telephone: (412) 236-2294

All payments must be in United States currency by check, bank draft, or money order
drawn to the order of the Environmental Protection Agency. To ensure proper credit, please
write the OPP DECISION NUMBER on your check, and enclose a copy of this letter with your

payment.

You may be eligible for a full or partial waiver of the registration service fee if, for example,
you qualify as a small business or are applying for a minor use, or if your application is solely
associated with an JR-4 tolerance petition. Please be advised that if you intend to request a
waiver, you must do so in writing within 15 days of receipt of this invoice instead of remitting
the amount indicated above, OPP will not consider waiver requests after the registration service
fee has been paid. Information regarding eligibility and how th request and document a fee
waiver is available on the OPP Fee for Service web site at www.epa.gov/pesticides/fees.

If you have any questions, please contact the Pesticide Registration Service Fee
Ombudsman at (703) 303-6249.

Smcerely,

%wnt End Prcce sing Staff
Information Resources and Services Diviston
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Brazos Associates, Inc.

1806 Auburn Drive @ Carrollton, Texas 75007-1451
Phone: 972-939-8390 @ Facsimile: 972-939-8370
E-mail; marla@brazosassociates.com

June 16, 2004 . ve
Document Processing Desk (REGFEE) . o
Office of Pesticide Programs ¢t e ,
U.S. Environmental Protection Agency *te ::: ) .
Room 266A, Crystal Mall #2 ceves Cile
1801 South Bell Street veces’ v
Arlington, VA 22202 e,
Attn:  Mr. George T. LaRocca . .::"

Product Manager Team 13
Dear Mr. LaRocca:

RE: Sergeant’s Cyphenothrin Squeeze-On For Dogs
EPA Company Number: 2517

This submission for a new registration is being made on behalf of our client, Sergeant’s
Pet Care Products, Inc. (“Sergeant’s™). With this submission, we are utilizing the “Selective
Method™ of data support and are relying on data developed by Sergeant’s as well as data from the
McLaughlin Gormley King Company ("MGK Company™).

The above referenced proposed product registration contains the active ingredient,
Cyphenothrin at 40% a.i. Cyphenothrin is not currently registered for direct application to dogs.
However, Cyphenothrin is approved under the General Use-Patterns, “Indoors - Pets”, as a
fogger, and spray for {reatment of pet bedding, pet sleeping quarters, and pet living quarters for
control of fleas, ticks, flies and mosquitoes. Such pet treatment uses can be found on approved
labeling for the following registrations: EPA Reg. No’s 1021-1681, 1021-1684, 10211685,
1021-1686, 1021-1765 and 4822-393. _

As Cyphenothrin is currently approved under the General Use Pattern of “Indoors - Pets”
for treatments made via foggers or spray, we do not believe the use of Cyphenothrin directly on
pets (“dogs™) would not be meet the defirition of a new use as defined in 40 CFR Part 152.3.
For this reason we believe the appropriate Fee Category is R31 for the Fee Amount of $4,000,
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OPP Menuﬁet Rumbar

United Statas Reaistmﬁon
oo
WEPA Environmental Protection Agency Amendment
Washingten, DC 20480 Other

Application for Pesticide - Section |

1. Company/Product Numbaer 2. EPA Product Managor 3. Propoeed Classification
2517-
oy George T. LaRocca { J] None [] Restricted
4, Comnpony/Product {Nema) PM#
Sergeant’s Cyphenothrin Squesze-On for Dogs 13

S. Nemo and Addrass of Applicant finclude 2IP Code) d ﬁovgiw in accordance with FIFRA Sact!o

Sergeant's Pet Care Products, Inc. [mm_ my produ imilar or identical in cornposition and labeling
A to:
e s
D — . / \\
Chack if this {s a new address Mm ame \
- <

Saction - |

" Armendmont - Explsin befow. Final printed lebels In repsonse 1o
Agerxy Istter deted

| j Rosubmisalon in responee to Agency lettardeted . ... . I 1 “Mo Too™ Applloation,
— -

I HNatifieation - Explain below. Othar - Explein balow,

Expianation: Use sdditionol pagafe) H necessary. {For section t and Section 1.}
Application for Reglatration of a Now End-Use Pesticids Product Registration Centaining & Registered Active Ingredient.

REGISTRATION FEE: We belleve the correct Registration Faa Code for the reglstration action 3 *R3t", and the correct Raglstration Fes Amount ks $4,000.
Ploasa notify us with regards to confizmation of fes amount by e-mail to: michoel@brazosassoeclates.com, of by fax at $72.939-83790.

Section - il

1. Matesrizt This Product Wi Be Packagad )n:

Child-Rezistant Packeging Unit Packaging Woatar Solublo Packaging 2. Type of Cantsiner
Yee Yen . Yos Moetol
7 na (N N o | Plentic
_ ¢ ° 7 Glase
5 H*Yeo No. if "Yeoa" No. per Peper
;oc"gf:’,‘”"” must | nit Peckaging Wot.  conteiner Package wgt container Other (Specity)
submitted 10104.5ml to3 | )
3. Locotion of Not Contents information 4. Sizole} Retail Contelnar 5. Loastion of Labiel Qirnations
[V Lebel { | container 1.0, 1.5, 3.0and 4.5 ml { - outer carton
8. Mannar in Which Lebsl Is Affived to Product Lithagraph Other _Printed - Outer Catton
Daper ileu'.l
Stenvciied
Section - IV
1. Contact Point /Compfoto ifems directly below for identificotion of individual to be contacted, if necessary, to process this spplicatipn.)
L]
Namo Titie Tolophono No. lintiade Ares Code)
Marla K. Jackson Agent for Sergaant’s Pet Cate Products, inc. | 972-938-8330 ,**3°,
Certification teceed 8. Dote Applioetion
I cartity thet the statomenta | heve made on this form and all ertechmonta therste ors true, occurate s oorru#ate. 9 R":“‘:”‘.
I scknowledge thet any knowlinglly felae or risloading statament may be punishable by fine of Imprisonmant e sees ‘Swmm;
both under applicable law, o o : . oe
=
2. Signature 3. Tvio IE ceee
= LA XXX .
r/z/f Q&Q Z: Agentfor Sergeant's Pat Cars Products, Inc. cees
[ LS | d ot ¢ LYy’ ¢
4, Typsd Noma 6. Date sese
Maria K. Jackson 06/16/2004 soee
~

EPA Form 8570-1 {Rav. 3-84} Previous adltions are obsolste. White - EPA Fils Copy loriginial) Yellow - Applicant Copy



Mr. George T. LaRocca
June 16, 2004
Page 2

Included with this request for a new end-use pesticide registration please find the
following:

1 EPA Application for Pesticide Registration (EPA Form 8570-1)

2 Transmittal Document/Bibliography of Submitted Data

3 Letter of Consultant Authorization from Sergeant’s Pet Care Products, Inc.

4 Letter of Data Support from MGK Company

5. EPA Formulator’s Exemption Statement (EPA Form 8570-27)

6 EPA Confidential Statement of Formula (EPA Form 8570-4)

7 Certification of Certified Limits of Ingredients

8 EPA Certification with Respect to Citation of Data (EPA Form 8570-34)

9. EPA Data Matrix (Agency & Public File Copies)(EPA Form 8570-35)

0.  Five (5) Copies of Proposed Product Labeling

Threc (3) Copies cach of the following Data/Studies:

11.  Product Properties Data Entitled: “Product Properties Data (Groups "A") on Sergeant’s
Cypenothrin Squeeze-On for Dogs ", OPPTS Test Guidelines: 830.1550, 830.1600,
830.1620, 830.1650, 830.1670, 830.1750 and 830.1800.

12.  Product Properties Data Entitled: “Product Chemistry of Gokilaht Spot-On F-2829".
OPPTS Test Guidelines: 61-1 to 61-3, 62-1 to 62-3 and 63-2 to 63-21.

13.  Acute Inhalation Study Data Waiver Request Entitled: “Sergeant’s Cyphenothrin
Squeeze-On for Dogs Waiver Request from the Requirement to Conduct Acute Inhalation
Data - 870.1306". OPPTS Test Guideline: 870.1300.

We trust you will find everything in order with this submission. Should you have any
questions or need additional information please do not hesitate to contact us.

Sincerely,

M.QE

Maria K. Jackson
Agent for Sergeant’s Pet Care Products, Inc.

cc:  Mr Larry Nouvel - Nouvel & Associates, Inc.
Ms. Caryn Stichler - Sergeant’s Pet Care Products, Inc.
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TRANSMITTAL DOCUMENT
BIBLIOGRAPHY OF SUBMITTED DATA

Submitter:  Sergeant’s Pet Care Products, Inc.
2637 South 158™ Plaza, Ste. 100
Omaha, NE 68130-1703
Product Name: Sergeant’s Cypenothrin Squeeze-On for Dogs

“Application for New Product Registration”

EPA Company Number: 2517

Transmittal Date:  June 16, 2004

Volume

Data Description ' MRID Number

10f3

20of3

3of3

Jackson, M. K. (2004). “Product Properties Data

(Group “A") on Sergeant's Cyphenothrin Squeeze-

On for Dogs”. OPPTS Test Guidelines 830.1550, 830.1600,
830.1620, 830.1650, 830.1670, 830.1750 & 830.1800.
Unpublished Study by Brazos Associates, Inc.;

1806 Aubum Drive; Carrollton, TX 75007-1451. 6 pages
and 6 pages.

Besser, B. D. (2003). “Product Chemistry of Gokilaht

Spot-On F-2829", Guideline Numbers 61-1 to 61-3,

62-1 to 62-3, 63-2 to 63-21. Unpublished Study by
McLaughlin Gormley King Company; 8810 Tenth Avenue
North; Minneapolis, MN 55427. 8 pages.

Jackson, M. A. (2004). “Sergeant’s Cyphenothrin

Squeeze-On For Dogs Waiver Request from the
Reguirement to Conduct an Acute Inhalation Study-
870.1300". Unpublished Study (Request) by Brazos
Associates, Inc.; 1806 Auburn Drive; Carroliton, TX
75007-1451. 6 pages.

Page 1of 1.
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Pot CaProducts, inc.

March 11, 2004 s “. .
Document Processing Desk (COADR) e e
Office of Pesticide Programs (7504C) eson
U.S. Environmental Protection Agency “ence’
Room 266A, Crystal Mali 2 gone

1921 Jefferson Davis Highway
Arlington, VA 22202-4501

Attn: Ms. Lois Rossi, Director
Office of Pesticide Programs ~ Registration Division

Dear Ms. Rossi:
Subject: Authorized Agents
Sergeant’s Pet Care Products, Inc. (EPA Company Number: 2517) hereby

appoints the following party as its prithary agent of record to handle all registration
matters on our behalf before the U.S. Environmental Protection Agency:

Mr, Steven E. Rogosheske Phone: 651-330-1217

Rogosheske Consulting Fax: 651-330-1217

1479 West Pond Road E-mail: srogo@ecomcast.net

Eagan, MN 55122 e T
........ - Wr""‘“"'

In addition, representatives for the company named below are authorized to
handle registration matters on behalf of Sergeant’s Pet Care Products, Inc. including, but
not limited to, filing of submissions, direct correspondence with Agency Officials via
phone, fax, e-mail, etc,, responding to or addressing other FIFRA related regulatory
1ssues)

Brazos Associates, Inc. Phone: 972-939-8390
1806 Auburn Drive Fax: 972-939-8370
Carrollton, TX 75007-1451 E-mail: michael@brazosassociates.com

2637 §. 158th Plaza « Suilte 100 - Omaha, NE 88130 » Phona: 402-938-7000 » Fax: 402-938-7088 » www.sergeanis.com
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March 11, 2004
Ms. Lois Rossi
Page 2

These appointments and authorization for Agent’s supersedes all others as
previously provided by Sergeant’s Pet Care Products, Inc. (D.B.A. “Sergeant’s Pet
Products”) and will remain in effect until revoked in writing by our firm. Should you
have any questions, please do not hesitate to contact me.

Sincerely,

\4 /7 .4’4:.__\

Joel Adamson
Senior Vice President Marketing 10 ANN KRENISKY

Comriasin
Bogt. £3, 2000

®*t TOTAL PRGE. B3 >§7
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MCeLAUGHIIN GORMLEY KING COMPANY
8810 Tenth Avenue North » Minneapolis, MN 55427-4319 U.S.A.

763-544-0341 » 800-6456466 + Fax 763-544-6437 » vavimgk com ® e’
* *e * :
Apfll 5. 2004 :-o:o: .
. ] e
sesa b : ¢ *
... . *e
Mr. George LaRocca, PM13 csses .C:Ol.
Office of Pesticide Programs (H7504C) vesee’ .
U.S. Eavironmental Protection Agency suee
Ariel Rios Building * :::
1200 Pennsylvania Avenue N.W., vle

Washington DC 20460-0001

Subject: Letter of Authorization
Dear Mr. LaRocca:

This letter serves as authorization, in accordance with our agreement with the registrant, to refer to the
following data submitted to EPA for the subject company’s registration.

Product Name: “Sergeant’s Cyphenothrin Squeeze-On For Dogs”
Registrant Name & Address: Sergeants Pet Care Products, Inc.
2637 South 158" Plaza, Ste. 100
Omaha, NE 68130-1703

EPA Company Number; 2517
Product Properties Data: Study Titles/Information -

! Study Title/Information - Study Title: Product Chemistry of Gokilaht Spot-On (F-2829);
Test Guidelines: 61-1 through 63-21; Performing Laboratory: McLaughlin Gormley
King Company; Author: Brice Besser; Study No.: GLP-1709. (June 23, 2003)

Acute Toxicology Data: Study Titles/[nformation -

Acute Oral Toxicity Up and Down Procedure In Rats; MRID No. 46166103

Acute Dermal Toxicity Study in Rats, Limit Test; MRID No., 46166104

Primary Eve [ritation Studv in Rabbits: MRID No, 46166105

Primary Skin Irritation Study in Rabbits: MRID No. 46166106

Dermal Sensitization Study in Guinea Pigs (Buchler Method); MRID No. 46166107

kW

Althongh this is authorization to rely on MGK data for the subject company's subject registration,
absolutely no data of a confidential nature is to be disclosed to them.

Sincerely,
{i«!}x&&,& 1}% %Cifk@utlw

Julie B. Schlekau
Registration Specialist  Quality Products Since 1902



*Product ingredient source information may be entitled to confidential treatment*

Form Approved, OMB Na. 2070-0080. Approval Expires 5-31-98.
o United Statae
WEPA Environmantsl Protection Agency
Werhingtan, OC 10460

Formulator's Exemption Statement
(40 CFR 152.85)

Applicant'a Nams snd Addroas

Sergeanl's Pat Carg Producis, Inc,
2637 Soulh 158 Ptazs, Sulk 100
Omaha, NE 68130-1703

EPA s SymbotfRegistration Numooer
2517-

Product Neme
Sargeant's Cyphenothrin Squeeze-On For Dogs

Date of Confidantisl Statemaeont of Formwule /EFA Form 857041
6/16/2004

Az an authorized representative of tha appilcant for reglstration of the product identified sbove, | cartify that:

{1} This product contalns the following active ingrediant{s):
Cyphenathrin

{2) Of these, sach active ingraedient Jistad in paragraph {4) Is present solely as the resuit of the use of that active
ingredlent in the manufgeturing, formulation or repackaging another product which containg that activa Ingredient

which is registered under FIFRA Saction 3, is purchased by us from another producer, and is labeled for at laast
each use for which my product is proposad to ba labeled.

{3) indicate by checking [{A) or {B) below which paragraph applies:

EI {A) An accurate Confidential Statement of Formula (FPA FORM 85704} for tha above identified product ig
attached to this statement. That formula statement indicataes, by company name, registration number, and product
name, the source of the active {ngredient{s) listed in paragraph {1).

. OR
] {B) The Confidantial Statement of Formula (CSF) {EPA Form 8570-4) referanced above and on file with the EPA is
complete, current, and accurate and contalns the Information required on the courrant CSF,

(8RR (4) The following active ingredients in this product qualify for the formulator's exemption.

Source
Active tngredisnt Produot Neme Asgletration Number
LA A
*
Cypheratvn | — . — ]
seN
‘..‘ :
L]
:00:0: .e .
. - ") “
L] -
o.:o.: . .
e T .
.o sees
.l' .
anet
[ L X 2
]

Signatiye Name and Title Maria X, Jackson Date
el /e s— | /2o

Sergeant's Pet Care Products, Inc.
EPA Form 8870-27 (Rev/$95)

Whits - EPA capy
Yeitaw - Apsileant cgpy
* (4.3, QPO 104-338-020/704 13 § 9



roved OMB No. 2070-0080

":'\“3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
@; 401 MStmet, SW. .', ..’ .. ..o o.o :
WASHINGTON, D.C. 20450 S8 80 o vl -4
' « 9 0 9 L3 . L 3 .

Paperwork Raduction Acl Notice: The pubkc reporing burdan for this colisction of information Is estimalad to averags 1.25 hours par respensa for mgislratson
and 0.25 hours per response for raregisiration and special review aciivities, incliding e for reading the instructions and complsting the necessary forms. Send
camments regarding burden estmale ot any other aspact of jhis collaction of Information, including suggestons for reducing the urdan lo: D(rsctar. OPPE

information Managament Division (2137, U.S. Environmental Protection Agency, 401 M Streel, S.W., Wasldngion, 0C 20460 T

Do nol send the compieled form 1o this address. .o * E 'E
o LL N L
Certification with Respect to Citation of Data
Applicants/Regisirants Nama, Address, and Telephone Number EPA Registration Number/Flie Symbol
Sergeanl's Pei Care Products, inc.; 2637 S. 158 Piaza, #100; Cmaha, NE §8130; 402-333-7600 2517-
Active Ingrediant(s} andfor reoresentative lesl compound(s) Dale
Cyphenolhria 6116104
Geaneral Use Patiemis) (lisl ali thosa claimed for this product using 40 CFR Part 158) Product Name
door Sergeanl's Cyphenolhrin Squeezs-On for Dogs

NOTE: Hyour preduct iza 100% repackaging of anothar purchased EPAegisiered preduct labeled for ail lhe same uses on your label, you do nel need to
submit this form. You musi submit the Formuisiors Exemption Stalemenl (EPA Form 8570-27).

iam responding loa Data-Cail-ln Notica, and have included with this form & list of companies sent offers of compensation (the Qata Matrix lorm should
D ka usegd for this purpose).

SECTION {: METHOD OF DATA SUPPORT (Check cna method only) “

a lislof contpanias seni offers o1 compensation (the Data Matrix form under the selective meihod), and have included with this form a
should be used for this purposs), compiated lisl of dala requiremaents {the Data Maiix form musi te
used).

E] iam using the cile-all melhod of suphard, and hava inciuded with this form iam ushg the salective method of support (ot cile-aiioption

SECTION ii: GENERAL OFFER TO PAY

|Raquirad il uzing the cite-al method or when using the cite-ali option undar tha zaledive melhod 1o satisfy ona or more data requiremanis)

D | hereby offer and agrea [0 pay compansalion, to other persons, with ragard 1o the approval of this appiicalion, jo the extenl required by FIFRA.

SECTION (ii: CERTIFICATION

I centify that 1his apphication for reglstration, his form for rersgistration, of this Data-Call-In respons# I8 supported by all daia submilled or cted in he
application for registrtion, the form for reragisimtion, or the Deta-Cail-in rasponsa, in adattion, if the cite-all oplion or cita-ali option under the saiective mathod is
indicaled in Section |, 1hiz appiication is supported by aii data In the Agency's files thal {1} concem the properties or effects of thia product or an identical or
substantially siméar product, or ong or more of the ingredients In Ihis product; and (2} is a fypa of data thal would be required to ba submitied under the data
requiremenls in effect on the daie of approvai of this appiication ¥ the appiicajion soughl the initial regisbaticn of a groduct of iventical or similar composition ang
uses

i carlify thal for each exclusive use study cited in support of this regisiration or reregistabon, thal | am the onginal data submilier or that | hava oblained
ihe witlen permigsion ofthe original data submitier jo cite thal study.

i certify thal for each sludy cited In supporl of this registralion or rersgistration that is nol an exclusiva use study, gither: (a) | am the original dala
submitier; (b} ) have oblained the permissian of the original gata submigier 10 use tha siudy In suppaor of 1his application; (¢} all patieds of eligidility for
compansation have expired for the study: (d) the study is In Lhe public literature; or (8) | have aotified in writing lhe company thal submited the study and have
offerad (i) 1o pay compensation 1o ihe exteni required by sections 3(e)(1}{(F) andfor 3(c)(2)(B) of FIFRA; and (ii) o commence negotiations jo determine jhe
amounl and lerms ol compangadon, if any, 10 be paid for the use of the study.

i certify thal in all instances whare an offer of compansalion is requirsd, coples of all offers lo pay tompansefion and avidencs of their delivary in
accordance with sactions 3(¢)(1)(F} and/or 3(¢){2)(B) of FIFRA 8re availabla end witi be submitied 1o the Agency upon requesl, Shouks | fail 1o producs such
evidence fo the Agercy upon requasl, | understand thal the Agency may initiate action lo deny, cancal Or suspend Ihe rzgistralion of my product in conformity with
FIFRA.

i cartify thai the statements ( have made on Lhis form and gl sitachments 10 it are trus, accurade, and conpiels. 1acknowledgo that any
knowingiy faise or misisadlng statemeni msy be punlshable by fine or Imprisonment or both under appiicabio iaw.

Dale Typed or Prinled Nama and Tife
6/16/04 Marla K. Jackson - Agent for

Sergeant?’s Per Cars Products, Inc.




UNITED STATE

40

ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
‘Washington, D.C. 20460

Fonm Approved OMB Ho. 20700060

Paperwork Reduction Act Netice: The public reporting bunden for this collection of information is estimated to average 0.25 houss per response for registration katisitles andd"35 hours
reregisiration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden $st¥nadé or Zny arfier”

Washington, DC 20460. Do not send the form to this address

*»
mmsa for

asfn:c obthes ses

collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Prote48n Agfncy, JalMeSiTect, oV, o

DATA MATRIX it :': :':
Date:  6/16/2004 EPA Reg. No/Filc Symbol: 2517- .3 2% Paget ofs
Applicant’s/Registrant’s Name & Address:  Sergeant’s Pet Care Products, Inc. Product:
2637 South 158% Plaza, Ste. 160 Sergeant’s Cyphenothrin Squeeze-On for Dogs
Omaha, NE 68130-1703

Ingredient:  Cyphenothrin
Guideline Ref. Number | Guideline Study Name MRID Nnmber |} Snbmitter Status | Note
Series 830 « Product Properties Test Guidelines, Group A - Product Identity, Compasition, and Analysis of Test Guidelines:

830.1550 Product 1dentity and Composition Mew Submission | Sergeant’s Pet Care Products, Inc. OWN

8320.1606 Deseription of Materials Used to Produce the Product New Submission 1§ Sergeant’s Pet Care Products, Ine. OWN

830.1620 Preseription of Production Process New Subipission | Sergeant’s Pet Care Products, Ine. OWN

830.1650 Dascription of Formulation Process New Submission | Sergeant’s Pet Care Products, Inc. OWN

830.1679 Discussion of Formation of Impurities New Submission | Sergeant’s Pet Care Products, Inc. OWN

838.1700 Prelisninary Analysis Not Applicable. Praduct is not z technical grade material and product is not

produced by an integrated formulation system.

§30.1750 Certified Limits New Subimission | Sergeant’s Pat Care Products, Inc. OWN

830.1800 Enforcement Analytical Mcthod Mew Submission | McLaughlin Gormley King Company PER
Series 830 - Product Properties Test Guideline, Group B - Physical/Chemical Properties Test Guidelines:

830.6302 Color New Submission | McLaughlin Gormiey King Company PER

830.6303 Physical State New Submission | McLaughlin Gormley King Company PER

8308304 Cdor New Submission | Melaughlin Gormley King Company PER

Signature; /M &ﬁ% k;v ‘ 4 __;“h

Name & Title:  Marla K. Jackson

Agent for Sergeant’s Pet Care Products, inc

Date;
6/16/2004

EPA Form §570-35 (9-97) E]ﬁsﬁmic and Paper versions available. Submit only Paper Version

Agency Internal Use Copy
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4 . 0
° Fotrn Appoved OMB No. 2070-005¢

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
Washington, D,C, 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0,25 hours per response for l'cgislranou.attivifi;s and.35 Qaqrs pem.c@d;sc. for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send somments tegarding the burdenesumatewrany ether OB tins e ¢ @
collection of informarion, including suggestions for reducing the burden to: Director, OPPE [nformation Managerent Division (2137), U.S. Environmental Protéusion Agency, 89b Mstree;, Saf, &
Waushington, DC 20460, Do not send the form 10 this address

DATA MATRIX see se o
L L X ] (X 2
Date: 6/16/2004 EPA Reg. No.File Symbol: 2517- tee o o Sl Pagel ofS
Applicant’s/Registrant’s Name & Address:  Sergeant's Pet Care Products, Inc. Product:
2637 South 158® Plaza, Ste. 100 Sergeant's Cyphenothrin Squeeze-On for Dogs
Omaha, NE 68130-1703
Ingredient:  Cyphenothrin
Guidellne Ref. Number } Guideline Study Name MRID Number Submitter Status ] Nete

Series 830 -~ Product Properties Test Guldellaes, Group A - Product Identity, Compeosition, and Analysis of Test Guidellnes:

Sergeant’s Pot Care Producs, Inc. OWN

v Sergeant’s Pet Care Products, Inc. OWN

Sergeant’s Pet Care Products, [rc. OWN

B Scrgeant’s Pet Care Products, Inc. OWN

j Sergeant’s Pet Care Products, Inc. OWN

Not Applicable. Product is not a technical grade material and preduct is pot
produced by an integrated formulstion system.

Sergeant’s Pet Care Produsts, Inc, OWN

R Mclaughlin Gormley King Company PER

Serjes 830 - Product Properties Test Guideiine, Group B - Physical/Chemical Properties Test Guidellnes:

M MeLaughlin Gormley King Company PER

‘ 3 - McLaughlin Gormley King Comnpany PER
L T PET T N SRR (-Lau:klin Gommley King Company PER
Signaturs: W &)@\ ﬁ jQ\ Name & Titler  Marlz K. Jackson Date:
{ i ‘ //w Agent for Sergeant's Pet Care Products, Inc | 6/16/2004

EPA Form 8870-38 (9-87) Ele%ic and Paper versions available, Submit only Paper Version Publie File Copy
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UN'ITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S W.
Washington, D.C. 20460

Form Approved OMEB Ne. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this cdllection of information is estimated to average 0.25 hours per response for registratiopagtiyiti¥s and,0.25 bdwurs pes :'c.pqnse for
reregistration and special review activitics, including time for reading the mstructions and completing the necessary forms. Send comments regarding the burdensgm3it or ny gthel 3de® o tifis ¢ e o

collection of information, including suggestions for reducing the burden to: Director, OPPE Infomunon Managernent Division (2137), U.S. Environmental Proi¢tyidn Bglncy, 301 M Street, S, W., 3

Washington, DC 20460. Do not send the form to this address

DATA MATRIX see ve e
Date:  6/16/2004 T EPA Reg. NoJFile Symbol:  2517- é;ﬁ? ’ é'; Page | of5
Applicant s/Registrant’s Name & Address: Sergeant’s Pet Care Products, Inc. Product:
2637 South 158% Plaza, Ste. 100 Sergeant’s Cyphenothrin Squeeze-On for Dogs
Omahia, NE 68130-1703
Ingredieat:  Cyphenothrin
Guideline Ref. Numher | Guideline Study Name MRID Number | Submitter Status | Note
Series 830 -~ Product Properties Fest Guidelines, Group A - Product Identity, Composition, and Analysis of Test Guidelines:
T ———_— —— I —— e —— Sorgoantrs ot Care Producs, o owN
b Sergeant’s Pt Care Products, Inc. OWN
A Sergeant's Pet Care Produdcts, Inc. OWN
R | Sergeant’s Pet Care Products, inc. OWN
B8 Sergeant’s Pct Care Products, Inc. OWN

A produced by an integrated formulation system.

Bl Not Applicable. Product is not a technical grade material and product is not

E Sergcant’s Pet Care Products, Inc. OWN
VIR L P ¥icaughiin Gormiey King Company PER
Series 830 - Product Properties Fest Guideline, Group B - PhysicaliChemical Properties Test Guidelines:
. | . McLaughlin Gormley King Company PER
McLaughlin Gormiley King Company PER
PR . . L i McLaughlin Gormjey King Company PER
Signature: /M’ c z (K— Q Name & Title:  Marla K. Jackson Date;
: - : et ' Agent for Sergeant’s Pet Care Products, Inc 6/16/2004
EPA Form 8570-35 (9-97) Elsct/fhic and Paper versions available. Submit only Paper Version Public File Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S,W.
Washington, 0.C. 20460

Form Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration Sgriviflés and %25 kdws pereréspanse for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden 8stnad® or Zny qtfier"asdect ol this se e

collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S, Environmental Prote8tjdh Agdncy, Qi MoStheet, T, o

Washington, DC 20460. Do not send the form to this address

DATA MATRIX LA B
Date:  6/16/2004 EPA Reg. No./File Symbol: 2517- " ] 3 ) . : Page | of 5
Applicant*s/Registrant's Nam.c & Address: Serpeant’s Pet Cave Products, Inc, Product:
2637 South 158" Plaza, Ste. 100 Sergeant’s Cyphenothrin Squeeze-On for Dogs
Omaha, NE 68130-1703
Ingredient: Cyphenothrin
Guideline Ref. Nomber | Guideline Study Name MRID Number Submitter _ Status | Note
Series 830 - Product Properties Test Guidelines, Group A - Product ldentity, Composition, and Analysis of Test Guidelines:
830.1550 Product identity and Composition New Submission [ Sergeant’s Pet Care Products, inc. OWN
830.1600 Description of Materials Used to Produce the Product* New Submission | Sergeant's Pet Care Products, Inc. OWN
£30.1620 Description of Production Process New Submission 1 Sergeant’s Pet Care Products, Inc. OWN
830.1650 Description of Formulation Process New Submission | Sergeant’s Pet Care Products, inc. OWN
830.1670 Discussion of Fortnation of Impurities New Submission | Sergeant’s Pet Care Products, Inc. OWN
830.1700 Preliminary Analysis Not Applicable. Product is not a technical grade material and product is not
produced by an integrated formulation systern.
#30.1750 Certified Limits New Submission | Sergeant’s Pet Care Products, Inc. OWN.
830.1800 Enforcement Analytical Method New Submission | McLaughlin Gormiey King Company PER
Series 830 - Product Properties Test Guideline, Gronp B - Physical/Cbemical Properties Test Guidelines:
830.6302 _ Color New Submission | McLaughlin Gormley King Company PER
830.6303 Physical State New Submission | McLaughlin Gormley King Company PER
830.6304 Odor New Submission | McLaughlin Gormley King Company PER
; 1\? .
Slenamre: /M L‘L.Q-\ : 2, {& ,_/Z - Pame & Tite: Ag:r:ﬁ'];'g’::;:ﬁsz Pet Care Products, inc ]{3;](2:}2004

EPA Form 8570.35 (5-97) E]f}i(onic and Paper versions available. Submit only Paper Version

Agency Internal Use Copy

104




’ ' Form Approved OMB No. 2070-0050
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
Washington, D.C, 20460

Paperwork Reduction Act Netice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registratios Setiwities :md-t) *5 hom geﬁegwps for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden cstm;te or any wther oi thas se o
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Managernent Division (2137}, U.S. Environmental Protetson ﬁgmcy, Job MaStreat, s -W H
Washington, DC 20460. Do not send the form: to this address

DATA MATRIX E:. ;.: :.:
Date:  6/16/2004 EPA Reg. No./File Symbol: 2517- toe o0 3Tt page2 ofs
Applicant’s/Registrant’s Name & Address:  Sergeant’s Pet Care Products, Inc. Product:
2637 South 158® Plaza, Ste. 100 Sergeant’s Cypenothrin Squecze-On for Dogs
Omaha, NE 68130-1703
Ingredient:  Cyphenothrin
Guideline Ref. Number { Guideline Study Name MRID Number { Submitter Status | Note
Series 830 - Product Properties Test Guldellne, Group B - Physical/Chemical Properties Test Guldelines - Continued:
830.6313 Stability to Normat and Elevated Temnperatures Metals, and Meial fons Not Applicable. Nota technical grade product.
830.6314 Oxidation/Reduction: Chemical Incornpatibility Waiver Requested: Product contains no oxidizing/reduction agents. Further,

product is packaged in small (I to 4.5 mi) containers for single/ons time
application both of which minimize the potential for contact with other
products or materials.

830.6315 Flammability New Submission | Mclaughlin Gormley King Company PER

8306316 Explodability Waiver Requested: Based on flash point of >201°F, lack of potentially
explosive formulation components, and limited package quantity (1 to 4.5
mi} there is no explosive potential.

830.6317 Storagt Stability A l-year Storage Stability Study with 0, 3, 6, 9 and 12 month anslysis
intervals is currently being conduicted on behalf of Sergeant’s Pet Care
Products, Inc. by Mchaughlin Gormiey King Company and will be
submitfted to the Agency on completion.

830.6319 Miscibility Not Applicable. Product is not labeled for nor intended to be mixed with
petrolewsn satvents.
830.6320 Corrosion Characteristics Test is running in conjunction with Storage Stability Study.

Signature: % /f épg éf‘" //% Name & Title:  Marla K. Jackson Date:

Agent for Scrgeant’s Pet Care Products, Inc 6/16/2004

EPA Form 8570-35 (9-97) Elegfyﬁic and Paper versions available. Submit only Paper Version Azency Internal Use Copy
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‘ Foun Apgeoved QMR No. 26700060
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
Washington, D.C. 20460

Paperwork Reduetion Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for regisﬁaﬁw.afﬁ!ti‘i::s ana (.25 g.c.ngrs mr.egpci-.sg for
veregistration and special review activities, inciuding time for reading the instructions and complcting the necessary forms. Send comments regarding the burdensesmatewor ny eftier oftiyseee
coliection of information, including suggestions for reducing the burden to: Disector, OPPE information Management Division (2137), U.S. Environmental Protécaion Tﬁg?:ncy,}ob M Strect, §.-ww b
Washingion, DC 20460, Do not send the form to this address

DATA MATRIX "t 2% :':
Date:  6/16/2004 EPA Reg. No.fFile Symbol: 2517 See o 22| Pagez ofs
Applicant’ s/Registrant’ s Name & Address: Sergeant’s Pet Care Products, Inc. Product:
2637 South 158 Plaza, Ste. 100 Sergeant’s Cypenothirin Squeeze-On for Dogs
Crnaha, NE 68130-1703
Ingredient:  Cyphenothrin
Guideline Ref. Number § Guidefine Study Name MRID Number | Submittcr Status | Note

Scries 830 ~ Product Properties Test Guideline, Group B - Physical/Chemicai Properties Test Guidciines - Continued:

§ Not Appiicabie. Not a technical grade product.

8 Waiver Requested: Product contains no oxidizing/reduction agents, Further,
f product is packsged in small (i to 4.5 mi} containers for single/one time

| application both of which minimize the potential for contact with other

B8 products or materials.

¥Mcl.aughlin Gormiey King Company PER

[ Waiver Requested: Based on flash point of >201°F, lack of potentially
N explosive formulation components, and limited package quantity (¥ to 4.5
B mi) there is no cxplosive potential

8 A l-year Storage Stability Study with 0, 3, 6, 9 and 12 month analysis
B intervals is currently being conducted on behalf of Sergeant’s Pet Care

§ Products, Inc. by McLaughlin Gormley King Company and will be
submitted to the Agency on completion.

BN Not Applicable. Product is not labeled for nor intended to be mixed with
B petroleum solvents.

'b Bl Test is running in conjunchion with Storage Stabiiity Study.

Signaturc: 4 ' Name & Tifle:  MarlaK. Jackson Datc:
/ "7/1 Eg é__, ) // Agent for Sergeant’s Pct Care Products, lnc 6/16/2004

EPA Form §570-35 (9-97) Elec?ﬁfc and Paper versions avajlable. Submit only Paper Version Public File Copy
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! : Form Approved OMB No. 2070-0050
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
Washington, D.C, 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of inforrmation is estimated to average 0.25 hours per response for registratiop®agtiyitits and 8.25 sbyrs peg fegpgnse for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden®si§mgte or any pthef gpedt  tifisS .o
collection of information, including suggestions for reducing the burden to: Director, OPPE information Management Division (2137), U.S. Environmental Protectien #igency, #0] M Street, 3, W., 3
Washington, DC 20460. Do not send the form to this address

DATA MATRIX ses s o
) ® 4 LM Y
Date:  6/16/2004 EPA Reg. No./File Symbol: 2517- s 3" V| Page2 of 5
Applicant's/Registrant’s Name & Address: Sergeant's Pet Care Products, Inc. Product:
2637 South 158" Plaza, Ste. 100 Sergeant’s Cypenothrin Squeecze-On for Dogs
Omaha, NE 68130-1703
ingredient: Cyphenothrin
Guideline Ref. Number { Guidefine Study Name MRID Number Submitter Status Note

Series 830 - Product Properties Test Guideline, Group B - Physical/Chemical Properties Test Guidelines - Continued:

Not Applicable. Not a technical grage product,

B Waiver Requested: Product contains no oxidizing/reduction agents. Further,
i product is packaged in small (1 to 4.5 ml) containers for single/one time

R application both of which minimize the potential for contact with other

§ products or materials,

B McLaughlin Gormiey King Company PER

: Waiver Requested: Based on flash point of >201°F, lack of potentially
g explosive formulation components, and liited package quantity (1 to 4.5
B8 ml) there is no explosive potential.

f A l-year Storage Stability Study with 0, 3, 6, 9 and 12 month analysis
[ intervals is currently being conducted on behalf of Sergeant’s Pet Care
Preducts, Inc. by McLaughlin Gormley King Company and will be
submitted to the Agency on completion.

B Not Applicable. Product is not labeled for nor intended to be mixed with
R pctroleum solvents.

¥ Test is running in conjunction with Storage Stability Study.

o ., y

Name & Title: Marla K Jackson Date:
; : Agent for Sergeant’s Pet Care Products, inc 6/16/2004
EPA Form 8570-35 (9-97) Elecﬂc and Paper versions available. Submit only Paper Version Public File Copy
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Form Approved OMEB No. 2070-0060

NVYIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
Washington, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration; agtivjetes and (*75 Qouys per, rtgp{mse for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimaye or any qther'gsgect of dﬂs 2en
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Proleetzt!n Agency, 401 M, Street, . W., 3
Washington, DC 20460. Do not send the form to this address

DATA MATRIX

sse wu .
2 s s o o
Date: 6/16/2004 EPA Reg. No./File Symbol: 2517- E. g' ) E'; Page 2 of 5
Applicant’s/Regisirant’s Name & Address: Sergeant’s Pet Care Products, Inc. Product:
2637 South 158 Plaza, Ste. 100 Sergeant’s Cypenothrin Squeeze-On for Dogs
Omaha, NE 68130-1703
Ingredient: Cyphenothrin
Guideline Ref. Number | Guideline Study Name MRID Number | Submitter _ Status { Note
Series 830 - Product Froperties Test Guideline, Group B - Physical/Chemical Froperties Test Guidelines - Continued:
830.6313 Stability to Normal and Elevated Temperatures Metals, and Meta] [ons Not Applicable. Not a technical grade product.
830.6314 Oxidation/Reduction: Chemical Incompatibility Waiver Requested: Product contains no oxidizing/reduction agents. Further,

product is packaged in small (1 to 4.5 ml) containers for single/one time
application both of which minimizc the potential for contact with other
products or materials.

8306315 Flammability New Submission | McLaughlin Gormley King Company PER

830.6316 Explodability Waiver Requested: Based on flash point of >201°F, lack of potentially
explosive formulation components, and limited package quantity (1 to 4.5
mi) there is no explosive potential.

830.6317 Storage Stability A -year Storage Stability Study with 0, 3, 6, 9 and 12 month analysis
intervals is curtently being conducted on behalf of Sergeant’s Pet Care
Products, Inc. by McLaughlin Gormley King Company and will be
submitted to the Agency on completion,

B30.631% Miscibility Not Applicable. Product is not labeled for nor intended to be mixed with
peireleum solvents.
830.6320 Corrosion Charactcristics Test is running in conjunction with Storage Stability Study.

Agent for Sergeant’s Pet Care Products, Inc 6/16/2004

Signature: M ;/; ) /C-., /%J__g_{‘gi_\ Name & Title: Marla K. Jackson - Date:

EPA Form 8570-35 (9-97) Eleg‘f/mﬁic and Paper versions available. Submit only Paper Version Agency Internal Use Copy
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: Form Approved OMB No. 2670-0050
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S. W,
Washington, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for reg‘sstranomammcs and 8. 2§ hours perzespogse for
revegistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden astm o any other 2 aapect ofsthin eeg

collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection ngncy, &N-Mﬁtreet s’ W :
Washington, DC 20460, Do not send the form to this address

DATA MATRIX - AP
L ] - LR}
| Date: 6/16/2004 EPA Reg, No/File Symbol: 2517- S o 3 W paged ofs
Applicant’s/Registrant’s Name & Address:  Sergeant's Pet Care Products, lac. Product:
2637 South 158% Plaza, Ste, 100 Sergeant’s Cypenothrin Squeeze-On for Bogs
Omaha, NE 68130-1703
Ingredicnt:  Cyphenothrin
' Guideline Ref: Number | Guidellne Study Name MRID Number | Submitter Status | Note
Series 830 - Produoct Properties Test Gaideline, Group B - Physical/Chemical Propertles Test Guidelines - Continued:
830.6321 Diclectric Breakdown Voliage Not Applicable. Product is not labeled for use or intended for use around
electrical equipemnent.
£30.7000 pH Not Applicable. Product is insoluble in water; thus, not dispersible with
water.
830.7050 1V/Visible Absorption Not Applicable. Product isnot a pure active ingredient.
§30.7200 Melting Point/Melling Range Mot Applicable. Product is not a pure ot technical grade material.
830.7220 Boiling Peinl/Boiling Range Mot Applicable. Product is not a puse or technical grade material.
830.7300 Density/Relative Deusity/Bulk Density New Submission | McLaughlin Gormicy King Company PER
830.7370 Dissociation Constants in Water Mot Applicable. Product is not a pure active ingredient,
830.7520 Particle Size, Fiber Length, and Diameter Distribution Not Applicable. Product physical state is a liquid.
830.7550 Partition Coefiicient (n-octanol/water), Shake Flask Method Not Applicable. Product is not a nom-palar organic pure active ingredient,
§30.7560 Partition Cocfficient (#-cetunolfwater), Generator Column Method Not Applicable. Product is not a non-polar organic pure active ingredient,
£30.7570 Partition Coefficient (n-octanol/water), Estimation by Liquid Not Applicable. Product is not a non-polar organic pure active ingredient.
Chromatography
Signature: A , MNamre & Title:  Marla K. Jackson Dale:
{ g_,Qg\ A Agent for Sergeant’s Pet Care Products, Inc 61672004
& Paper versions available, Submit only Paper Version Agency Internal Use Copy

EPA Formit 8570-35 (9-97) E]cctm?/
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' Form Approved OMB Ng, 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
Washiagton, D.C, 20460

Paperwork Reduction Act Notice: The public reporting burden forthis collection of information is estimated to average 0.25 hours per response for regismﬁouigﬁvjtigs ande. 3 i;o.ugs Eenéspe%se_for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estEmate or any other of obthes *e
collection of information, ineluding suggestions for reducing the burden to; Director, OPPE information Management Division (2137), U.S. Environmental Proteciion Agency, S0hhSteet, S 47, o
Washingzon, DC 20460. Do not send the form to this address

DATA MATRIX 2t Wt
- . *se
Date:  6/16/2004 EPA Reg. No./File Symbol: 2517- tes o + of Page3 of$S
Applicant’ /Registrant’s Name & Address: Sergeant’s Pet Care Products, 1nc. Product:
2637 South 158% Plaza, Ste. 100 Sergeant’s Cypenothrin Squesze-On for Dogs
Omuaha, NE 68130-1703
Ingredient  Cyphenothrin
Guidellne Ref. Number | Guldeline Study Name MRID Number Submitter Status 3 Note

Series 830 - Product Properties Test Guidefine, Group B - Physical/Chemical Properties Test Guidelines - Continued:

Not Applicable. Product is not labeled for use or intended for use around

B clectrical equiprnent.

Not Applicable. Product is insoluble in water; thus, not dispersible with
water.

B Not Applicable. Product is not a pure active ingredient.

Bl Not Applicable. Product is not & pure or technical grade materigl.

B8 Not Applicable. Product is not a pure or technical grade material,

i B McLaughlin Gormley King Company PER

Not Applicable, Preduct is not a pure active ingredient.

Bl Not Applicable. Product physical state is a liquid.

[l Not Applicable. Product is not 2 non-polar organic pure active ingredient.

B Not Applicable. Product is not 2 non-polar organic pure active ingredient.

B Not Applicable. Product i5not a roft-polar organic pure active ingredient.

Signature: 4 s ' 4 Name & Title;  Marla K. Jackson Date:
/ [ “ #. - - Agent for Sergeant’s Pet Care Products, Inc 6/16/2004

EPA Form 8570-35 (9-97) El:,}/oldc and Paper versions available. Submit only Pager Version Public File Copy
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O Form Approved OME No. 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
Washington, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per Tesponsc for registration hetiwifiés anddf'25 bdw's penrespanse for
reregistration and special Teview activitics, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden 3stim@t or &ny atheraspect of this ae s
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protety8n Aglncy, Q4 MeStrect, S0, ¢
Washington, DC 20460. Do not send the form to this address

DATA MATRIX see s o
Date:  6/16/2004 EPA Reg. No./Filc Symbol: 2517- s, 50 <"t Pagedofs
Applicant's/R egistrant’s Name & Address. Sergeant’sPet Care Products, Inc. Product:
: 2637 South $58% Plaza, Ste. 100 Sergeant’s Cypenothrin Squeeze-On for Dogs
Omzhaz, NE 68130-1703
Ingredicnt:  Cyphenothrin
Guideline Ref. Number { Guideline Study Name . MRID Number Submitter Status | Note

Series 830 - Product Properties Test Guideling, Group B - Physical/Chemical Properties Test Guidellnes - Continucd:

Not Applicable. Produet is not labeled for use or intended for use arotnd
M clectrical equipment.

: Not Applicable. Product is insoluble in water; thus, not dispersible with
g water.

B Not Applicable. Product is not a purc active ingredient.

B Not Applicable. Product is not a pure or technical grade material.

[l Not Applicable. Product is not a pure or technical grade material.

McLaughlin Gormley King Company PER

B Not Applicable. Product is not a pure active ingredient.

M Not Applicable. Product physical state is a liquid.

Not Applicable. Preduct is not a non-polar organic pure active ingredient.

Not Applicable. Product is not a non-polar organic pure active ingredient.

Not Applicable, Product is not a non-polar organic pure active ingredient.

Signature: f Name & Titlee Marla K, Jackson Date:
[ P 3 . . [ Agent for Sergeant’s Pet Care Products, Inc 6/16/2004

EPA Form 857G-35 (8-97) El ?(ﬁ c ang Paper versions available. Subemit only Paper Version Public File Capy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S, W.
Washington, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registratiors dotivitles and 0735 hors peras mse for
 reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden stidnale or dny atfier™assgect obthis sea

collection of information, including suggestions for reducing the burden to: Director, OPPE information Management Division (2137), U.S. Envirenmental Prote&tion Awency, S0t MaStreet, STV o

Washington, DC 20460. Do not send the form to this address

L]

DATAMAm :I. :o. .o.
Date:  6/16/2004 EPA Reg. No/File Symbol: 2517- S8 2Til paged ofs
| Appl:cant s/Registrant’s Name & Address: Scrgeant’s Pet Care Products, Enc. Preduct:
2637 South [58" Plaza, Ste. 100 Sergeant’s Cypenothrin Squeeze-On for Dogs
Omzha, NE 68130-1703
Ingredient: Cyphenothrin
Guideline Ref. Number } Guideline Study Name MRID Number Submitter Status | Note

Series 830 - Product Prop

erties Test Guideline, Group B - Physical/Chemical Properties Test Guidelines - Continued:

830.6321 Dielectric Breakdown Voltage Mot Applicable, Product is not labeled for use or intended for use around
electrical eguipment.

830.7000 pH Not Applicable. Product is insoluble in water; thus, not dispersible with
water.

830.7050 UV/Visible Absorption Not Applicable. Product isnot a pure active ingredient.

830.7200 Melting Point/Melting Range Not Applicable. Product is net a pure or technical grade material,

830.7220 Boiling Point/Beiling Range Mot Applicable. Product is not a pure or technical grade material,

830.7300 Density/Relative Density/Bulk Density Mew Submission | McLaughlin Gormley King Company PER

830.7370 Dissociation Constants in Water Not Applicable. Product is not a pure active ingredient.

830.7520 Particle Size, Fiber Length, and Diameter Distribution Not Applicable. Product physical state is a liguid.

830.7550 Partition Cocfficient {r-octanol/water), Shake ¥lask Method Not Applicable. Product is not a non-pelar organic pure active ingredient.

830.7560 Partition Ceefficient {n-octancl/water), Generstor Column Method Not Applicable. Praduct is not a nen-polar organic pure active ingredient.

830.7570 Partition Coefficient {n-octanol/water), Estimation by Liguid Not Applicable. Product is not a non-pelar organic pure active ingredient,

Chromatography

0, L

Name & Title: Marla K. Jackson

Agent for Sergeant’s Pet Carc Products, Inc

Date:
6/16/2004

EP A Form 8578-35

{997} Electrosﬁ'

Paper versions available. Submit only Paper Version

Agency Internal Use Copy
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Form Approved OMB No. 2070-0060




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
Washington, D.C. 20460

Formn Agproved OMB No. 2070-0050

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is cstimated to average 0.25 hours per response for registration daivates and 825 holss per ¢Sspose for
reregistration and special review activities, inciuding time for reading the instructions and completing the necessary forms, Send comments regarding the burden &tifnaldar shy ogfer Baglecf oftlies aesa
collection of information, including suggestions for reducing the burden to: Direetor, OPPE Information Management Division {2137}, U.S. Environmental Protedioh Agchcy, i MeSiker, ST, o
Washington, DC 20460. Do not send the form to this address

DATA MATRIX see so e
Date:  6/16/2004 EPA Reg. No.File Symbol: 2517- 3. 3 3T Paged ofs
Applicant' s/Registrant’s Name & Address: Sergeant’s Pet Care Products, Inc., Product:
2637 South 158 Plaza, Ste. 100 Sergeant’s Cypenothrin Squeeze-On for Dogs
Omaha, NE 68130-1703
Ingredient:  Cyplicriothrin
Gulddioe Ref. Number | Guideline Study Name MRID Number | Submitter Status | Note

Series 830 - Product Properties Test Guideline, Group B - Physlcal/Chemicsl Properties Test Guidelines -~ Cootioued:

§30.7840 Water Solubility, Column Elution Method; Shake Flask Method Not Applicable. Product isnot a pure active ingredient.
830.7860 Water Solubility, Generator Column Method Not Applicable. Product is not a pure active ingredient.
830.7950 Vapor Pressure

Not Applicable. Product is not a pure active ingredient.

Series 87¢ - Health Effects Test Guidelioes, Group A - Acute Toxiclty Test Guidelinas:

870.1100 Acute Oral Toxicity 46166103 McLaughlin Gormley King Company PER

870.1200 Acute Dermal Toxicity 46166104 McLaughiin Gormley King Company PER

870.1300 Acute Inhalation Toxicity Waiver Requested:  Please refer to justificaiion outlined in “Volume 3 of 3
of Submission” entitled: “Sergeant s Cyphenothrin Squeeze-On for Dogs
Waiver Request frow the Requirement (o Conduct Acute lnhalation Data -
870.1360"

870.2400 Acute Eye Irritation 46166105 McLaughlin Gormley King Company PER

870.2500 Acwe Skin Irritazion 46166106 McLaughlin Gormley King Company PER

R70.2600 Skin Sensitization 46166107 McLaughlin Gommely King Company PER

T et

Name & Title:

Marla K. Jackson

Agent for Sergeant’s Pet Care Products, Inc

Date:
6/16/2004

EPA Form 8570-35 (9-97) Elecy and Paper versions available. Submit only Paper Version

Agency Intermal Use Copy
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Forrn Appraved OMB No. 2070-0060
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
Washington, D.C. 20460

Paperwork Reduction Act Notiee: The public reposting burden for this collection of information is estimated to average 0,25 hours per response for registratios Sativilics andd’as sotrs perecaponse for
reregistration and special review activities, inchiding time for reading the instructions and completing the necessary forms, Send comments regarding the burden $s1im@2 or dny afieraspec! of thls sos
eoltection of information, including suggestions for reducing the burden to: Direcsor, OPPE Information Management Division (2137), U.S. Environmentat Prote2ydn Aglncy, SabMeSdeet, Saf., o
Washington, DC 20460, Do not send the form to this address

DATA MATRIX 2t . LW
Date:  6/16/2004 EPA Reg. No./File Symbol: 2517- S5 273 pages ofs
Applicant’ YRegistrant' s Name & Address:  Sergeant’s Pet Care Produsts, Inc. Product:
2637 South 158% Plaza, Ste. 100 Sergeant’s Cypenothrin Squeeze-On for Dogs
Onmatha, NE 68130-1703
Ingredient: Cyphenothrin
Guidetine Ref. Number | Guldeline Study Name MRID Number Submitter Status | Note

Series 830 -~ Product Propertis Test Guideling, Group B - Physitai/Chemital Properties Test Guidelines - Continned:

§ Not Applicable. Product isnot a pure active ingredicat,

. Not Applicable. Product is not a pure active ingredient.

Not Applicable, Product is not a pure active ingredient.

Series §70 - Health Effects Test Gulielines, Group A « Acute Toxielty Test Guidelines:

McLaughtin Gormley King Company PER

R Mclaughlin Gormley King Company PER

8 Vaiver Requested:  Please refer to justification outlined in *Volume 3 of 3
f of Submission” entitled: “Sergeant ‘s Cyphenonthrin Sgueeze-On for Dogs
l Waiver Request from the Requarement to Conduct Acute Inhalation Data -

870.1360"

BRR 14cLaughlin Gomley King Company PER

8 Mclaughlin Gormley King Company PER

McLavghlin Gormely King Cormpuny PER

Signature: .7 /Z 7 :) MQ\ Name & Title:  Marla K. Jackson Date:
// v é:’.-u:é:";,'t = Agent for Sergeant’s Pet Care Products, Inc 871672004

EPA Form 8570-35 (9-97) Elecg‘% and Paper versions available, Submit only Paper Version Publie File Copy
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NVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
Washington, D.C. 20468

Form Approved OMB Na. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration 8tivittds and 725 Lgs persrgpdhse for
rercgistration and speciaf review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden gstinade gr #hy gjfter®aglect of ths .3

coltection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Prote8tjh Agéhcy, &1 M, Stteer, S W, 3

‘Washington, DC 20460. Do not send the form te this address

DATAMATRIX

e A N
Date: 6/16/2004 EPA Reg. No./File Symbol: 2517- s ¥ %% Page4 ofs
Applicant’s/Registrant's Name & Address: Sergeant’s Pet Care Products, Inc. Product:
2637 South 158" Plaza, Ste. 100 Sergeant’s Cypenothrin Squeeze-On for Dogs
Omaha, NE 68130-1703
Ingredient:  Cyphenothrin
Guideline Ref. Number } Guideline Study Name MRID Numbcr Submitter Status | Note

‘Series 830 - Product Properties Test Guideline, Group B - Physical/Chemical Properties Test Guidelines - Continued:

830.7840 Water Solubility, Column Elution Method; Shake Flask Method Not Applicable. Product is not a pure active ingredient.

830.7860 Water Solubility, Generator Column Method Not Applicable, Product is not a pure active ingredient.

830.7950 Vapor Pressure Not Applicable. Product is not a pure active ingredient.

! Series 870 - Health Effects Test Guidelines, Group A - Aeute Toxiclty Test Guldelines:

870.1100 Acute Oral Toxicity 46166103 MecLaughlin Gormley King Company PER

§70.1200 Acute Dermal Toxicity 46166104 McLaughlin Gormley King Company PER

870.1300 Acute Inhalation Toxicity Waiver Requested: Please refer to justification cutlined in “Volume 3 of 3
of Submission” entitled: “Sergeant’s Cyphenothrin Squeeze-On for Dags
Waiver Reguest from the Requirement 1o Conduct Acwie Inhalmion Daa -
&76.1300"

870.2400 Acute Bye lrritation 46166105 MeLaughlin Gormley King Company PER

870.2500 Acute Skin [rritation 45166106 McLaughlin Gormley King Company PER

870.2600 Skin Sensitization 46166107 MeLaughtin Gormely King Company ?ER’

e e

Name & Title:

Marla XK. Jackson

Agent for Scrgeant’s Pet Care Products, Inc

Date:
6/16/2004

EPA Form 8570-35 (9-97) E]ecy and Paper versions available, Submit only Paper Version

Agency Internal Use Copy
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Form Approved OMB No. 2070-00;‘
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.

Washington, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated 1o average 0.25 houts per response for registratiog dgtiyifi®s and (135 Y&uys pertgpdhse for
reregistration and speeial review activities, including time for reading the instructions and completing the necessary forms. Send coruments regarding the burden Bstinte pr dny gther'ashect of tifs 0. o
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protet{j8n Ag¥ncy, §Q1, M §tteet, 00, ¢
Washington, DC 20460. Do not send the form to this address

DATA MATRIX

[ X T I R -
- e & & 8
L J S L 2 3
Date:  6/16/2004 EPA Reg. No./File Symbol: 2517 o * ':: Page 4 of 5
Apolicant's/Registrant’s Name & Address: Sergeant’s Pet Care Products, Inc. Product:
2637 South 158 Plaza, Ste, 100 Sergeant’s Cypenothrin Squeeze-On for Dogs
Omaha, NE 68130-1703
Ingredienu:  Cyphenothsin
Guideline Ref. Number | Guideline Study Name I MRID Number Submitter Status Note

Series 830 - Preduct Propetties Test Guideline, Group B - Physical/Chemical Properties Test Guidelines - Continued:

Not Applicable. Product is not a pure active ingredicnt.

Not Applicable. Product is not a pure active ingredient.

B Not Applicable. Product isnot a pure active ingredient.

Series 870 - Health Effects Test Guidelines, Group A - Acute Toxicity Test Guldelines: -

7
McLaughlin Gormley King Comﬁa}r;y PER

B Mclaughlin Gormley King Cofipany PER

B \aiver Requested: Please refer to justification outlined in “Volume 3 of 3
B of Submission” entifled: “Sergeant’s Cyphenonthrin Squeeze-On for Dogs
@ Faiver Request from the Requirement to Conduct Acute inhalation Data -
B 870.2360".

e McLallghLlin.Gormiey King Company ) PER

g McLaughlin bo:—:Mey King Company PER

_ » ) e A BRI McLaughlin Gormely King Company PER
Signature: M ) . . Q\ Name & Title: Marla K. Jackson Date:
&Z"ée"._ >/ E Agent for Sergeant’s Pet Care Products, Inc 6/16/2004
EPA Form 8570-35 (9-97) Eleciforfic and Paper versions available. Submit only Paper Version Pubiic File Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S. W
Washington, D.C., 20460

Form Approved OME Mo, 2000-0860

- Paperwerk Reduction Act Notice:

The public reparting burden for this collection of information is estimated o average 0.25 hours per response for reg:stmnomammles and €. "g
reregistration and special review activities, ineluding time for reading the instructions and cornpleting the necessary forms. Send comments regarding the burden mmﬁc o any gefer a%pfect o&hg vee
coltection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division {2137}, U.S. Envirenmental Protection Agency, &(Mé&m: s

* »

ouss

;esge for

»,

W,

| Washmgmn, DC 20460, Do not send the form to this address

DATA MATRIX St 2. W%
L] [T ) LELE .
Date:  6/16/2004 EPA Reg. No./File Symbol: 2517~ tes o o uPage$ of5
Apphcant's/chusmm s Name & Address: Sergeant’s Pet Care Produets, Inc, Produet:
; 2637 South |58® Plaza, Ste, 160 Sergeant’s Cypenothrin Squecze-On for Dogs
Omaha, NE 68130-1703
Ingredicat:  Cyphenothrin
Guideline Ref. Number | Guldeline Study Name MRID Muniber | Submitter Status | Nete
Series 870 - Hezlth Effects Test Guidelines, Group F - Special Studles Test Guidellnes:
870.7200 Companion Animal Safety 46166108 Sergeant's Pet Care Products, Inc. OWN
Series B10 - Product Performance Test Guidelines, Group C - Invertebrate Control Agent Product Performance Test Guidellnes:
8103306 Treatmenis to Control Pests of Humans and Animals: “Efficacy 46166109 Sergeant’s Pet Care Products, Ine, OWN
Evaluation: Against Adult Car Fleas (CTENOCEPHALIDES FELIS), Adult
Brown Dog Ticks (RHIPICEPHALUS SANGUINEUS), American Dog
Ticks
(DERMACENTOR VARIABILIS), Nymphal Deer Ticks (IXODES
SCAPULARIS), and Adult (AEDES AEGYPTI) Mosquitoes on Dogs.”
R10.3300 Treatment to Control Pests of Humans and Animals 42614501 McLaughlin Gormiey King Company PER
45086801
44948301
44546601
Name & Title: Marla K. Jackson Date:

o JUod f T C

Agent for Sergeant’s Pel Care Products, Inc

6/16/2004

EPA Form 857035 (9-97} Elcctrépic and Paper versions available. Submit only Paper Version

Agency Internat Use Copy
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Form Approved OMB Nop. 20700060
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
Washington, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is cstimated to average 0.25 hours per response for mgimnon thtm andﬂgs ngs W@@sqfur
seregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burdcntstlma(cer any other @gect ofihgs ** 3
collection of information, includiug suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection # Agcncy z(}i-M'Strcct S.4v,, .
Washington, DC 20460. Do not send the form to this address

DATA MATRIX 2:. E.: ;.:

Date: 6/16/2004 EPA Reg. NoJFile Symbol: 2517- E.. E' E.E Pagc 5 of5
Applicant’s/Regisirant’'s Name & Address:  Sergeant’s Pet Carc Produets, kne. Praduct:

2637 South 158% Plaza, Ste. 100 Sergeant's Cypenothrin Squesze-On for Dogs

Omaha, NE 681361763
Ingredient:  Cyphenothrin
Guideline Ref. Number | Guideline Study Name MRID Number Submittey Status Note
Series 8§70 - Health Effects Test Guidelines, Group F - Special Studies Test Guidelines:

878.7200 Compmion Animal Safety 4666108 Sergeant’s Pet Care Products, Inc. OWN

Series 813 ~ Product Performance Test Guldelines, Group C - Inyvertebrate Centrol Agent Product Performance Test Guidelines:

: Sergeant’s Pet Care Products, Inc. OWN

McLaughlin Gormley King Company PER

Slgnwure ///, «_/Q / /g—/ Name & Title:  Marla K. Jackson Date:
/ ’ Agent for Sergeant’s Pet Care Products, Inc 6/16/20034

EPA Form 8570 -35 (9-97) Eleciro ,}! and Paper versions available. Submit only Paper Version Public File Copy
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[—- :

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
Washington, D.C. 20460

Form Approved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average (.25 hours per response for registratios 'égtiv.it:igs a.nddl)'.QS i:&gs Eeg::gacé‘se_ for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estamate er any other aspect of this @ 8
collection of informatien, including suggestions for reducing the burden to: Director, OPPE Informatien Management Division (2137), U.S. Envirenmental Protetdon }‘ggncy. d0lMastreer, S, 6}:'., i
Washington, DC 20460. Do rot send the form to this address ;

Agent for Sergeant’s Pet Care Products, Inc

6/16/2004

DATA MATRIX Tt % ot
‘ ie aca 8oa
Date:  6/16/2004 EPA Reg. No./Filc Symbol: 2517- See o o o] Page5 of5
Applicant s/Registrant’'s Name & Address: Sergeant’s Pet Care Products, Inc. Product:
' 2637 South 158" Plaza, Ste. 100 Sergeant’s Cypenothrin Squeeze-On for Dogs
Omaha, NE 68130-1703
Ingredicnt:  Cyphenothrin
Guideline Ref. Number | Guideline Study Name MRID Number Submitter Status | Note
Series 870 - Health Effects Test Guidelines, Group F - Spectal Studies Test Guidelines:
870.7200 Companion Animal Safety 46166108 Sergeant’s Pet Care Products, Inc. OWN
Series 810 - Product Performanee Test Guidelines, Gronp C - Invertebrate Control Agent Product Performance Test Guidelines:
. B S ” . R R Sergeant’s Pet Care Products, Inc. OWN
¥ McLaughlin Gormley King Company . PER
Signature: M F - Q;:Q_‘ Name & Title: Marla K. Jackson Date:
‘ z'A»Q- & A =

. EPA Form 8570-35 (9-97) Elccmy)(e’ and Paper versions available. Submit only Paper Vérsion

Pubtic File Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
Washington, D.C. 206460

Form Approved OMB Mo, 2070-0060

Paperwork Reduction Act Notice: The public reporting barden for this collection of information is estimated to average 0.25 hours per response for regsnanomaotwmes andﬂ A5 hcuss erae onsc for

reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden atl
collection of information, including suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Prote®ion Kgcncy, @M-Strcct s &\7 v

Washington, DC 23466, Do not send the form 1o this address

> ahy otfier 2 aapcct Oglhgs b4

DATA MATRIX L
. Ter wes
Date: 6/16/2004 EPA. Reg. No./File Symbol: 2517- e ! & 2| Page5 of5
Applicant’s/Registrant’s Name & Address: Sergeant's Pet Care Products, Inc. Product:
2637 South 158% Plaza, Ste. 100 Sergeant’s Cypenothrin Squeeze-On for Dogs
Omaha, NE 68130-1783
Ingredient: Cyphenothrin
Guideline Ref. Number } Guaidetine Study Name MRID Nember | Submitter Statas } Note
Series 870 - Tlealth Effects Test Guidelines, Group F - Special Studies Test Guidelines:
370.7200 Companion Animal Safety 46166108 Sergeant’s Pet Care Products, Inc. OWN
Series 810 - Product Performance Test Guidelines, Group C - Invertebrate Controt Agent Product Performance Test Guidelines:
B10.3300 Treatments to Contral Pests of Humans and Animals: “Efficacy 46166109 Sergeant’s Pet Care Products, Inc. OWN
Evaluation Against Adulr Cat Fleas (CTENOCEPHALIDES FELIS), Adulr
Brown Dog Ticks (RHIPICEPHALUS SANGUINEUS), American Dog
Ticks
(DERMACENTOR VARIABILIS), Nymphal Deer Ticks (IXODES
SCAPULARIS), and Adult (AEDES AEGYPTI) Mosquitees on Dogs.”
£10.3300 Treatment to Control Pests of Hurnans and Animals 42614501 Mclaughlin Gormley King Company PER
45086801
44948301
44546601
Signature: Mc‘ké? % Name & Title:  Marla K. Jackson Bate:
! ¢ Agent for Sergeant’s Pet Care Products, Inc 6/16/2004

EPA Form 8570-35

{9-97) E]eclr c and Paper versions available. Submit only Paper Version

Agency Internal Use Copy
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[MASTER CARTON/PACK LABEL - FRONT PANEL]

Sergeant’s Cyphenothrin O
Squeeze-On For Dogs e

* DO NOT USE ON CATS [Box/Icon with Cat Image and Crass@m] ¢ et
[+ Pleasant Fresh Scent [or][Fragrance]] .

[+ Flea & Tick Control for Dogs & Pupp1es 12 weeks old and oldexI,,, i
[+ 7?7 {?7-dependent on applicator size and quantity in market package - eese

“e.g.3, 6 or 12 Months”}Supply][ For Dogs Weighing Up To 77 Lbs.] cens’
[+ Three Way Protection [Kills fleas, ticks, and mosquitoes]] [for up to 42 days{®"*
[per application]

[*Three Way Protection to [Kills fleas, ticks, and mosquitoes]]

[+3 Way Protection! Kilis ticks, & mosquitoes]

[+ Extended Protection ] [[42-Day] [6 Week] [Flea ,Tick & Mosquito

Treatment)

[* 42-Day Flea and Tick Conftrol]

[+ For Dogs & Puppies (Over 12 Weeks of Age) Less than 15 Ibs.]

[+ For Dogs & Puppies (Over 12 Weeks of Age) 15 to 33 1bs.]

[* For Dogs & Puppies (Over 12 Weeks of Age) 33 to 66 lbs.]

[+ For Dogs & Puppies {Over 12 Weeks 6f Age) 66 lbs and Over)

[+ Three Applications {for cartons with 3 applicators}.] and/or [4-1/2 Month
Supply] or [18 Week Supply]

[+ For Dogs [less than 15 1bs.] or [15 1bs. to 33 lbs.] or [33 lbs. to 66 Ibs.] or [66
Ibs. and Over)

[* Best if used year round!]

[+ Kills & Repels Fleas Up to [6 weeks], [42 days!]

[+ Kills & Repels New Fleas in less than 1 hour!]

N

[

Kills & Repels New Ticks in less than 3 hours!]
Kills & Repels 95% of. Fleas and Ticks [and continues to work for up to six
weeks]
[+ Kills 99% of Fleas one day after application]
[+ Prevents ticks from attaching and feeding within 3 hours after application]
[+ 95% efficacy against ticks for up to[6 weeks)] [42 days)
[+ Kills and Detaches Ticks]
[+ Kills over 95% of Ticks]
[+ Easy to Use Application]
[+ Specially Formulated for Dogs and Puppies]
[+ Patented Technology [combines effectiveness with gentleness!]]
[+ 42 Day Protection!]
[» Monthly Calendar Stickers Inside!)
[+ Kills Mosquitoes for up to [30 days!] [42 days!]
[+ Kills Mosquitoes (vector of West Nile Virus) for up to [30 days] [42 days!]
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[* Protects Against Blood Feeding by Mosquitoes {vector of Heartworm) For

up to [30 days!] [42 days!]

[+ Kills & Repels Ticks for Up to [42 days),[6 weeks]!]

[+ Kills & Repels Deer Ticks (vector of Lyme Disease) for up to [ 35 days!] [ 42
days!] '

[* Kills & Repels Ticks {Including Deer Ticks) for up to [35 days!] [42 days!]

[+ Kills & Repels Brown Dog Ticks [(Rhipicephalus sanguineus)) for up to

42 days!]

[+ Kills & Repels American Dog Ticks [(Dermacentor variabilis)] for up to

42 days!]

[+ Apply every [42 days), [6 weeks]!]

[+ 42 Days Flea and Tick Treatment!]

[« Kills & Repels Fleas and Ticks for up to 42 days!]

[+ Xills & Repels Mosquitoes that are vectors of West Nile Virus.]

[« Waterproof formula.]

[* Dogs can be bathed 24 hours after squeeze-on is apphed)]

[+ Continues to work 50% longer than other leading brands]

[* Longest lasting, quick acting)]

[+ May contain graphics illustrating product use, ¢.g., dog with a drop
falling onto its neck from a vial on front, side, or back carton label and/or
applicator labeling.]

{ ]~ Denotes Optional Statements and/or Images that May be Used on Front,
Back or Side Label Panels.

ACTIVE INGREDIENTS:

Cyphenothrin (CAS# 39515-40-7) wvccvvverrveoveer. 40.0%
OTHER INGREDIENTS: «.....coovorreereerrensnrns £0.0%
TOTAL: <.ooeoeeeeeeeeeeeeerereeseeeeneseressssecernennes. 100.0%

KEEP OUT OF REACH OF CHILDREN
CAUTION
See [Back][or][Side] Label Panel[s] for Additional Precautionary Statements

NET CONTENTS: [THREE][SIX][TWELVE] 1.0 ml Tubes
[THREE][SIX][TWELVE] 1.5 ml Tubes
[THREE][SIX][TWELVE] 3.0 ml Tubes
[THREE][SIX][TWELVE] 4.5 ml Tubes
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IMASTER CARTON/PACK LABEL - BACK/SIDE PANELS]

Sergeant’s Cyphenothrin
Squeeze-On For Dogs

[DO NOT USE ON CATS] [Box/Icon with Cat Image and Cross-Out}

READ ENTIRE LABEL BEFORE EACH USE.
USE ONLY ON DOGS AND PUPPIES OVER 12 WEEKS OF AGE.
DO NOT USE ON CATS

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS AND DOMESTIC ANIMALS
CAUTION: Harmful if swallowed or absorbed through skin. Causes moderate eye irritation.
Avoid contact with eyes or clothing, Wash thoroughly with soap and water after handling,
FOR EXTERNAL USE ON DOGS ONLY. Do not use on puppies under 12 weeks of age.
Consult a veterinarian before using this product on debilitated, aged, medicated, pregnant, or
nursing dogs. Consult a veterinarian before using on dogs with known organ dysfunction. DO
NOT USE ON CATS or animals other than dogs. Cats that actively groom or engage in close
physical contact with treated dogs may be at risk of serious harmful effects. Sensitivities may
occur after using ANY pesticide product on pets. If signs of sensitivity occur bathe your dog
with a mild soap and rinse with large amounts of water. If signs continue, consult a veterinarian
immediately.

FIRST AID

Ifin eyes » Hold eye open and rinse slowly and gently with water for 15-20 minutes.
» Remove contact lenses, if present, after the first 5 minutes, then continue
rinsing eye.

« Call a poison control center or doctor for treatment advice.

If swallowed » Immediately call a poison control center or doctor.

» Do not induce vomiting unless told to do so by the poison control center
or doctor.

» Do-not give any liquid to the person,

+* Do not give anything by mouth to an unconscious person.

If on skin or » Take off contaminated clothing.
clothing » Rinse skin immediately with plenty of water for 15-20 minutes.
» Call a poison control center or doctor for treatment advice.
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HOTLINE NUMBER
Have the product container or label with you when calling a poison control center or doctor, or
going for treatrnent. You may also contact 1-800-224-PETS [or]{x-xxx-xxx-xxxx] for
emergency medical treatment information.

NOTE TO PHYSICIAN OR VETERINARIAN
Treat patient symptomatically

DIRECTIONS FOR USE
It is a violation of Federal law to use this product in a manner inconsistent with its labeling.
DO NOT USE ON CATS. May be toxic and potentially fatal if applied to or ingested by cats.

How to apply: Remove product tube from package. Holding tube with top end pointing up and
away from face and body, snap or cut off top end. Invert tube over dog and use open end to part
dog’s hair. Squeeze tube firmly to apply all of the solution to the dog’s skin, as directed below.
Repeat application may be made if necessary, but do not apply more often than once every 4
weeks.

For Dogs Weighing 15 1bs. and Under: {For cartons containing 1.0 ml applicator tubes}
Apply one tube (1.0 ml) as a spot or stripe to the dog’s back between the shoulder blades.

For Dogs Weighing Between 15 and 33 Ibs. {For cartons containing 1.5 ml applicator
tubes}
Apply one tube (1.5 ml) as a spot or stripe to the dog’s back between the shoulder blades.

For Dogs Weighing Between 33 and 66 lbs, {For cartons containing at least two 1.5 ml
applicator tubes, or at least one 3.0 ml applicator tube}

[ Apply two fubes (1.5 ml) as a spot or stripe to the dog’s back between the shoulder blades and
apply the second tube as a spot or stripe to the dog’s back directly in front of the base of the tail.]
- or - [Apply one tube (3.0 ml) as a continuous stripe on the dog’s back starting between the
shoulder blades and ending directly in front of the base of the dog’s tail.]

For Dogs Weighing 66 Ibs. and Over: {For cartons containing at least three 1.5 ml
applicator tubes, or at least one 4.5 ml applicator tube}

[Apply the first tube (1.5 ml) as a spot or stripe to the dog’s back between the shoulder blades
and apply the contents of the other two tubes (1.5 ml each) along the dog’s back extending to
directly in front of the base of the tail.] - or - [Apply one tube (4.5 ml) as a continuous stripe on
the dog’s back starting between the shoulder blades and ending directly in from of the base of
the dog’s tail.]
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[MASTER CARTON/PACK LABEL - BACK/SIDE PANELS]

STORAGE AND DISPOSAL
STORAGE: Do not remove tube from the pack until ready to use. Store in a cool (below
25°C) dry place inaccessible to children and pets. Do not refrigerate. Protect from direct
sunlight.
DISPOSAL: If empty: Do not reuse this container. Place in trash or offer for recycling if
available, If partly filled: Call your local solid waste agency or 1-800-CLEANUP for
disposal instructions. Never place unused product down any indoor or outdoor drain.

[Sergeant’s Cyphenothrin Squeeze-On For Dogs is an effective and easy to use product.}
[Sergeant’s Cyphenothrin Squeeze-On For Dogs has demonstrated that greater than 95%
control of fleas and ticks are killed within one day of application.} [As with all flea and tick
control products, Sergeant’s Cyphenothrin Squeeze-On For Dogs should be used as part ofa
program aimed at reducing flea populations in the dog’s environment (bedding, carpets, kennel,
yard).} [Consult your retailer for program recommendations. ]

fwww.seraeants,com] MADE IN
USA

[Sergeant’s is committed to providing high quality products. If you have questions or comments
about this product, please write: Sergeant’s Consumer Response; P.O. Box 540399; Omaha, NE
68154-0399.]

[Satisfaction Guaranteed!] [ Please return for a refund if not completely satisfied!]
[In Case of Emergency, call 1-800-224-PETS.]

[WARRANTY: SERGEANT’S PET CARE PRODUCTS, INC. MAXES NO WARRANTY OF
MERCHANTABILITY, FITNESS FOR ANY PARTICULAR PURPOSE, OR OTHERWISE,
EXPRESSED OR IMPLIED, CONCERNING THIS PRODUCT OR ITS USES WHICH
EXTEND BEYOND THE USE OF THE PRODUCT UNDER NORMAL CONDITIONS IN
ACCORDANCE WITH THE STATEMENTS MADE ON THIS LABEL.]

Made in the USA For:

Sergeant’s Pet Care Products, Inc. [BAR CODE AREA]
Omaha, NE 68130

EPA Reg. No. 2517 - XX

EPA Est. No. XXXXX -XX -XXX
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[TUBE/APPLICATOR LLABEL]

FRONT PANEL -

Sergeant’s Cyphenothrin Squeeze-On For Dogs, [Box/Icon with Cat Image and Cross-Out],
1.0 mi] or [1.5 mi] or 3.0 mi] or {4.5 ml], Active Ingredients: Cyphenothrin 40.0%; Other
Ingredients: 60.0%

BACK PANEL -

READ DIRECTIONS/PRECAUTIONS BEFORE USING.
CAUTION: KEEP OUT OF REACH OF CHILDREN
EPA REG. NO. 2517-XX

Revised §6/16/2004:
S:\Maim\Sergeant’s Pet Products\Labels\Sergeant’s Cyphenothrin Squeeze-On For Dogs.
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